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g p r 1 2 o &mmi-?>wm*m'k j $'mffi<omzte *> > mznttzyomtfte 
ik<Dfem\zGix.z>*immsbz> tm&tsftx^z mmmm (±m 2003^11 

n 12 0 U3TU3 2ffi)„ 



5 :tl*tl 4 2 7 3^ (GPR12 0) Z&ft^&J&T b 

&£w*t h^bttrv^i^ofco -^w-c% mntci 4273s: 

& 1 4 2 7 3^#^tt&pJifi#k *5£t^l 4 2 7'3§:^#:^tgil^^SrWi- 

fcn^<Dmm^^<D®mMteik¥mmz-m-3\^x, ^mm^hmtitu 4 2. 

m^mm<ol 4 2 7 3 gW#ll8^#i1i 

15 lof^ ■ mmmt LT^T^ow/s&isi^&s^&jLmu ztib<D 
14273 ^mftmmmmmy 

20 [2] ^^^^#m^2#I^_h-^W-t-6^7^^*fcfi^^^T«*)5 

C3] 5£ 



[5£f N ggAtee&S£WLTV^T&£V^#gS£:, SBti-Y-COOH^ 
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C4) ^fi*5<t^fty^tf]t^s^ft5 1427 3&®i£mm 

C6] 5£ 




gmg&WLTV^^ iv^/i^^vvvg, Tv-/^S*7c(*B^SSr 
ism, ©mS&^LTV^fc «fcV^/M?=¥i^S N T^S*7c«S^S^r# 
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R c t R d fSSVMOj^ LTfMSrf b"CV>T % Jt Vflt&&j$ LTV^ <fc 
v\ 

m&M&^L-X^Xh iv^/i^^v'/i'g. Tv'/t'S^fclifi^S^W 

#J^fc«^0^ (fcffbs (i)3, 5-v ! 7;Vto-4-[(2, Kn-lH-^f yf V 

-W/^)^-^v']^>'-^^^ B n/^>'^ > (ii)3-^ p n-4-[(2, S-v^t Kn-llW 
^^^-l-^/V)^-^^]^^-^^^^^^^, (iii)4-([l, V -\?7 au~;V]-5- . 
-i/V* h^ri/)-3-^ n wO-Hf7v/<^m. (iv)4-[(4, 5-5?* h=¥v^-2-=h 
15 x=L~7^~}VY* bdrv/]-3-^ h^^^<V^V7 P n^^^jo < ttJ?(v)4-[3-t Ko 
^f-^-l-(4-t h=3rv'7^^/W-2-(2-7 ? h^V7i/^v')7'n 



[7) ^c^s x 




20 C^ c f , > R f teet&g&WLTV^^ J:V^^7K^^*fcf*gmS«r^fLTV^ 
V«mS&3rL-CV>T& J^T^/i-S^ ^y^yi^f L^V«lSrf L 



WO 2005/051373 PCT/JP2004/017996 

6 

T;V^r-;vm. ^^yf^t b&V^g&g&# bXV^X*> n T fls* 

&#bftV^«m£&WbXV^X^<fcV^T/^ = ^v'S. -<Vi?^#£rW b&V^S 

XV^X&J; v^ntf^S^i^ -<>;>€^S^Wb^V^rv'/i/S^fc^-<Vif V 
JSt^r^f b& V^jB^JESrW bXV^X & .fcV^T ^ 7 2EX % 

S&CtfSk IC, ^^i?:/S£^bftV^«mS£WbX^Xt>cfcl^^?:/StX 

io &s±ib C6) latter 

WbXV^X t.fcV^T^sdrv'S-e, 

R-asjksRJU-T-x. 

R d *3 i t>* R 8 ^tK* m ¥ * 7c tt^ ^ if & W b V > tttl Sr b T V > X 
15 iV^r^a ^^ST\ 

||C^^^^«*^b3teV^»S*WbTV^t>«tV^>-^^"T?*>S±IB 

[6] faufcofc-^x 

20 CIO] R a *3£tFR b tf>d>&< £ fc— *#7y*If, ifc*]*-? , C!_ 6 r^ 

d tffcmm^-x^ r e tfsgmg&w bxv>x t> x v> c 6 ._ j 4 r y -/i^^gx 

*>S±IB C6] IBtt©^*. 
Cl 1) R a ^ 7 5/ il^, tili 1 * fc « C ! _ 6 T/l' a v^ST\ 
25 R b ^7K^J!^-?*fc:^"7 5/mil^X. 

r c tfTkmm^Fiz ft ta c j _ s r/^/Ht% 
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(i) d-.TK/H, (ii) tKP^S, (iii) tKn^75;, C 
*J?^/K *y-C 1 _ 6 7/^- #/w^-f7K i ? -C 1 _ 6 7 

^LT^-C 1 b«fcV>C 1 _ 6 7Vl'=3^^ (iv) C 6 _ 14 ^ V — /l^^^K^ 

(v) c 7 . 16 77M^^ a»fc/*3S¥a»&»tfftsiEi*£&^u-^ 

io Tt><}:v^:/if 

(1) R d ^ 7 K*ig^©^ > . 

R e 2* (i) t Kn^^.Qi) C 1 : 6 7/^^r^ ^/^^ri^ C 1 _ e 7^ 

_ 6 7^^/V-*/^ ; t^^it) ! ^-C 1 -67^-*^^^^^ 
15 5P^6 3 5S}^tL5«mS^ : tbTV^Tt> e ^:V^C 1 _eT/^=t^v-£> (iii) C 2 _ 
6 T/l'^r=./^^v'S > (iv) C 3 - 7 ^ nr^^t*^, (v)^P^^« 
-P. d.67^^ C , _ 6 7;v 3 ^ i C ! _ 6 7^^^ - * /l'*^^ 1 b 

' r± (vi) ijtitisc^aaitm^JK^bjifittsix 

20 «2^1 ^L4i©^faM^^tf5 ftV^L 1 Olti^-t^^S'C\ 

(2) R^^tK^J©^©^, 

R d tf (i ) C a _ 6 T/^^S> (ii) C 6 . 14 T!iwH, (iii) &*JSC-=PEA0- 
««JDSC^J:t5ifc*jDR>**fe»tf*tSlXf±2«, 1^U4« 
P J^^tf 5 ftV^ b 7 lllil^f UTV^T t> «t V> C x _ 6 T/Vti ^ 
25 (iv) C 3 _ 7 v , ^P7;^m^ (v) ^P^yl^i^oy 

yj^tiXVNTfeJ:v^C 1 _ 6 7^;^?)^5i!i^l«ti5f^S«rWtT 
^-ct>iv^c 6 _ 14 7y-/^i/S> (vi) c 7 _ 16 T^i^/w^.v'S*fcf;i 
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(vii) mmmf-ufttemmm*. mnm^r^^^mm^hmttft^ ixn 

■ R°&7kmm^, c 1 ^ 6 T^^^r^m^.rznc e - 14 rv-7^^r^mx\ 
io x'&mmm^x, . 

[13] R f tfS (i) d.eT^^/H, (ii) t Kd'^v'I, (iii) fcKn^ 
15 sl'=i3ri/ — %/U7$~/U > # /U^^^f/U^ y — C x _ 6 jV/^j 

1 &V^4^<D^^t3 jDfC-^&^tf 5 £^ b 7 M^Sf^gy^ £>J&«5Sl/^ bSifcftL 

6g^S&^LTV^% J^C^eT/i^^iy^ (iv) C 6 . 14 7y-/^ 
20 v'g^Tcta (v) C 7 _ 16 T^/U^/^=3ri/S-C\ 

[14] 3, 5-^7/^P-4- [(3 -^31/ ^rv^7^— ;V) * h^v"] ^< 
l/^£ls~7u/<^m.h\^< fi3-:7/l^n-4- [(3 --7.X.J 3r*/~7 =^=->V) * 

[15] 3- (4- {[3- (4-^PD7xy=3rv') ^>-v»/U] Jr**/] -3, 
5-v^7;^P7i^;l/) ^n^ 0 ^^ 3- (3, 5 - v^/l^n - 4 - {[3 
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- (4-7/Wtn7x;=2f.V) s<l/i?jV] 3r*ci/) -?xi/*lsWL* 3 

- (3, 5-^*0-4- {[3- (4-^f/V7iy^) ^^/U] 

17 =^jv) -Txi/^m, 3- 4- {[3 - 

5 n-4— {[3 - (3-7;^D7xydrv/) ^^vM ^cc—AO ~f 

u^^m, 3- (3 — 7/U^-o-4- {[3- (4-7^0 71; *ris) 

^^v-} 7*-=-)V) 7n^'yi, 3- (3-7^d"0-4- {[3- (4 
-^aa7x;^) ^i/iM'] ^^f} 7x=;l/) ^"n/-?^^ 3— (3 — 
7/^p-4 - {[3 - U-^^/l^cny ^i^/Kl t^V} 7x=;U) 

10 7n^y^ 3-'{ 3-^^/1^-4- [(3 -V =c J *?i/'<lsi?A') t^i/] 7^ 
;=:/!✓} r/n^v^ t>L<«3- (4- {[3- (4-7/^a.^a;y ^>") ^ 

[16] JtIB [6] IBf^fe©7°D K7^^ (fcf'U 4-[(2,4-v^an 
15 [1 7.) ^^^^(ZJ^^^/^-efcSJilB [16] IBili^r/n K9y^ 

[is] _hia [6] lamc>'^b-a•#J*/c«^^igfe5v^i*^:^^ p ^ Ky^m 

[19] ni?L»^K:*tLT, 3!r#at*sJ;t5*^^**fflU5«a6«rMi-S 
ft^ftOf M^4f 5 r i ^TOttS 1 4 2 7 3 £&#®«RIHMi>&dU 
20 [20] niM^^^fbT. ffi*3J:^^y^ait9 5S^ft5 

fc^tto^aMtsrs-^u 1427 3&m&<Dmm&mW'rz>z.k^&WLkir 

25 [2 2] 1 4 2 7 3 S*fr«ffiW«fflSr«^5feft©3Sr#«43 i^^V 
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5 [2 5] 1 4 2 7 3^t> L< fi^©M^f K^fctt^©iti, 3§=f i 

C2 7] s; 




(III) 



20 ±ia ci] &m<om> 

[2 8]^; ' 
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^D3s^LTv^t> iv^em^^ (i) ^py.^ (2) c^eT^v 

5 (3) C^eT^a^^S, (4) ^n^^M^s C x _ 6 T/U^r/U^ fete 

Ci-eT^^^T-g&^inTv^fccfcv^Ce.^T y — /v3E. (5) c 6 _ 14 

rU-/^vS^fctt (6) C 7 . 16 77^/Vt^fVlT\ 
10 C2 9] t£ 




(IV) 



(5Wx iFttf^ttTV^T^iV^yif^^, SiEta«l&S£^fL 

15 7 ^±13 Cl] IB«i©3Wo 
C 3 0 ] 5fc 
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LTV^T $> J: V^T ^ 7 3E3ir > ft&,(D|B-^fi-hiB [2 8] iB*J£ ) 
C3 1] 5£ 




10 T\ 

^E&#Lx^xh£^m&&&^*f t ^m : ¥'X\ 
x b x^£*L%x'<—i}---&mmm*x$>z>±.m (27) ism^u 

15 [3 2] mF& (i) C!_ 6 7;V^Ss 

(ii) C 1 _ 6 T^^/^J;^C 1 _ 6 7'^3^v'^6,^^l¥^b51^5em^ 

(iii) Kn^riXS, 

(iv) tKn^, C 1 l 6 7Vt'=*=3rv'. 7^7, C 1 _ 6 i/^jj/Utf- 
20 ^-7^;, ^/t^drv', C 1 _ 6 7^3 d E-v'-*;l//i?^/K C x _ e T >V*t}V- 
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5 (v) c 2 _ 6 r/i^^^^^-arv^S > 

(vi) C 3 _ 8 ^ nT/V^^v^ 

(vii) /Nn^^lg^, An^Wb&^TV^t J^C^T/l^K Cj.eT 
10 (viii) C 7 . 16 77/^t^^S, 

(ix) mmm z f-£km^m.mw.*, mnm^&zxfmmm^frbmi-itiz uii 

(x) j^^m^w^^^*^. «f ^fc'.fc^i^^fcl^S lXtt 
15 (xi) C^gT/l^t'^i^^v'SK 

X c ^^^-e&5±|B [2 9] W,m.<DfiK 
20 [3 3] ^Fri* (i) Ci-eT/l^/K (ii) C !_ 6 7^=^*5 «fct>*C 1 - 6 T/U 
=i 3r v^* £> J^SS^d^ bjPfiil/Sff^S <lrWU*CV N Tt>«tV >k C 6 _ 1 4T y ' — 
(iii) C^gT^/^/K (iv) C,_ 6 7;v==Jr^it; (v) C 6 _ 14 Ty — 

25 (0*L<«> ^n^yi^) ^r^TLXV^Tt J;v^ai=u>^x> 

[3 4] R " ^TkiJf JBjC^, /Npy^Jg^ C i-eT^^/l^S^TcfiGa-eT/l-a 
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C3 5] R a &&mm*. y^rnm^-. &mm¥, t^m-aTa** b*um 
x\ flfcoiB-^n±ia C3 3] mm.bmmmx*hz>±m [29] mm.(Dm, 

[3 6] ^Atf* 
5 (i) (i) C^eT/^/H, 

(iii) k Kn^ri/S, 

(iv) kKB^ C a _ e r^3 3^>\ 757, C 1 _ 6 T/U3^v'-^^ 7 j?- 
10 y^-T$y N #^tfr^S/\ C a _ a TVi^^v'-^/U/I^/K Cj.eT^^/i^- 

15 &#L-CV^Tt> «fcV>C 1 _ 6 7'/l'3'af-S'£, 

(v) C^eT/l^^l^dr^^ 

(vi) C 3 _ a */9 nTJV^Asit^Z/^ 

(vii) s^uffi/m*, ^nff^ikisfox^xh J^C^T/U^K C^eT 

20 ^LTV^fc J^Ce.^Ty-Z^^rv'Ss 

(viii) C 7 _ 16 T^/^^/^^r^S N 

dx) .m.mm^um^m.mu^, mnm*&£timmm**>t>mt£*hz> ixa 
(x) 6S^g^33j;t?iiji^^p,i«n5 an 

25 2i, l^V^L4^®©->7 i ^^^^^•tp5^V^L7M^^S*5«ttJ« 
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(2) (i) An^ygf, (ii) Ci-eTyV-^VU&iTJ* (iii) Ci_,7/U3 




|B)J5-Y-COOHM(:^l^nyyIf, C ^eT^WiOtC t l 
6 T ^ 3r *> 6> ft 5 i¥ ^ b M fc£*L 5 § m S ^ W b T V ^ T t> £ V > -< V if ^ ^ T% 
Xte*£<£^ - (CH 2 ) m 1 -O- (m 1 «OftV>L3(DS^Sr^-r) % -C 
H (CH 3 ) -O-, -CONH-ffcfi- S - (CH 2 ) m 3 -0- (m 3 tel 
ftv^L3oS^:§:^-r) X\ 

-Y-COOH(j:iB±©ftMtlCfll UTV^-t|2 [3] IBiic^k 
[3 7] HAi5 (i) (DCj.^/K^J; t>'C 1 _ 6 7/l'3^^f ) ^'5il^ 

m , (2)C 1 _ 6 T/l-^/l-SrWL.TV^T 1 b«tV^C 6 _ 14 Ty — /Utti/m 

L< tt7*/^r^3E) . (3)C 7 _ 15 77^/H (0£L< W^V^i^E) *3 

(ii) ^p^ylf, C 1 _ 6 7^;^J:tJ«C 1 _ 6 7;i'3^^f)^5^f) 
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X«M^. - (CH 2 ) m 1 -O- (mMiO^LSOSt^f) „ -C 
5 H (CH 3 ) -0- N -CONH-ffcl±-S- (CH 2 ) m 3 -0- (m 3 ttl 

Y J4^ f V y I f fc ilx'f £ t\ 

-Y-COOH«iB±©ftf©tIHgtttV^±|B C3) fB*©8!U 
[3 7] ^Atf* (i) (l)C 1 _ 6 T^^*5«tt>*C 1 _ 6 T/^=^^^fe/j:^^^ 

m „ (2) c 1 _ 6 T/^^^^^^L.^:v^T 1 ^ J <^:v^c 6 _ 14 T y — /^=3rv-£ 
15 (ii) ^vtf^m^-, C 1 _ 6 T/^^*3,tt>*C 1 _ 6 T/k=^v'^&^5i¥^e> 




XtfS-O-, -CH 2 -0-*fcfi-CH (CH 3 ) -O-T*. 
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[3 9] 




5 y^>m^ l!lE«:Bij|S«r^rbTV>Tt> iV^^^«*^-f- 0 ] 
[4 0] Z^l*fer±2fi©C 1 _ s T^^USr^i-Sp«^UvaET? > 

C4 i3 ±ib [3 9] m^(D^m^fcn^:(Dm.(D-yu K7$/^ 

C4 2] ±|2 [3 9] fB&(D{b&toti1tt£*:(DijL$>Z>\ f ^& J t<D'7'v 
[4 3] 5£ 




(VII) 



CsfrK 8RAttfi|fc££WbTV^tx«l:V^#at& N MBit 




20 & x 
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*ftyWL5 5l^ (i) ^fty^wt? s^utfc^ iis^fc 

10 (2) #/I^=¥vVl^ (3) X/ls7isl/m&, (4) C a _ 4 TW^t^T?^/ 

fi&SftTi^Tfc X^^/vyr^e^^m, (5) afr^j^^lfeK. (6) c x _ 4 
T/l^/l'S (#J, ^f/^^ fcfyK "7°7s^^ ^y^f/K tert-^ 

^vl'fcif) T^/gm$ttTV^-Ct><tV^^/^^-r/V^ % (7) C 2 _ 7 TVl^ 

15 oc^/^^/^^^y^^-^/w^^E-xf/^) ^fcfci (8) b!J7;^n^^y^^ 
*^75 KI(-NHS0 2 CF 3 )-C'$)5±IB Cl], [2], [ 4 ] £ fc C 5 ] 

(i)tf-* y ; 
20 (ii)^n</vM^; 

(iii) Cj _ 3 r^*i/y^*'> ; 

(iv) =fn; 

25 (vii)/M3^i/M^ ; fc Ko^; ^fp ; .%/T J ;7 5 / ; ^ig^^^f 
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*T frZrJV-jj )\,i$^)V, C 6 _ 14 T!J— /^-^7/P^= C 7 _ 16 77/^- 
1 Xf* 2 a, 1 ft V> L4i0^f nm^^tf 5 U 7 M^*SI-;(7A^- 
/UT^7 N C 3 _ 8 v/^DT^^r/K C 1 _ 6 T/I^d^v^ c,_ 6 T/l-^/P 

*S -JtteV-C 1 _ 6 T/ls=t3ciS-%/U78~/U-7' * y ; c 3 _ 8 */#xiT;V 
20 3r/t- ; ^vff^fcZtlX^T-b .fcV^Cj _ 6 T/U=t 3r<X ; C a _ 6 T/U3VI^ 
^";Ci - 6 T^^Vl^A^^ =/u ; C x _ 6 T sU^c/UX/Uft — jV ; _b|3 Lfc 
^^X/Wb^tbTV^T^ iV^/U7i?^>>^ («Mj: x C,. 6 ) 7/^^t/-* 
; #71^^^; ^^-^y^^-^/P ; ^ / ■ — c x _ 6 T A* — # JV 
i?-c 1 _ 6 T/t^/W-tf/w^-Y/i. ; ^y-x(j;i?-c 6 _ x 4 
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5 (ix)±IBgmSBp^6,ilf^tL5fii^ST««^$tLTV^-C 1 b«tV^C 2 _ 6 T )V 
A* ; _bfB Lfcg^c? ttTl^T t>«i:V^C 2 _ 6 T/I<' :J f-;=-/t' ; fc/l"* A- ; C 1 - 6 T/ls 

c 6 _ a 4 Tyv/p (^c 6 _ 1 4 r v —jufe^vy^m*. t Ko^r^ r 
*/-x«^-c a _ 6 *y-xf±5?-c 6 _ 1 4 ry— ^ 

20 ^/-Xtt^-C^eT/Vndr^-^/i/^-rO ; C 3 _ 8 n 

7A3VK C x _ B T/l^^S^ d _ 6 T/U=¥/^^-, Cj _ 6 TAs^jV* 
>V7 >f=/K C,_ 6 T/^^^^^^-^/P, JifBLfc^^TVi^fc^tbTV^fc 
.fcV^yM^VA' c, _ e T/l^^-tf/l^ #/W^-f/K 

25 /U3VP-;fr/W*-=E^/K *S -Xf*l?-C e _ j 4 7 V — A*- 3> /W^>f su-r* 
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_ 6 T/l^/K JfcA' ^ c x _sT)V^ )V-3> >vi$~)V^ C 6 . 14 7!l-;>-* 
^feit^^m^^b^fi^LS lXli2i, 1 ^l^fitf^^njjfr^^tp 
5 •^y-Xfi^-Ce _ x 4 7U^7$/, */v5;u7^y ; ^•y-Xfiv ? - 
7P7i?=/l— T^y ; C 3 _ 8 nT/l^/K Cj _ 5 TVl^^v^ C t _ 6 

10 f-^/M?—/^ tf/t^^/K ^^/W^-f/K ^E-y— C x _ 6 T/^/k 
-#/W^>f/K v 5 — C x _ 6 T/^^f-zl'— ^A^^E-^K ^y-X|j:^-C 6 
- a 4 TV — /l/X-m&ZfaX^X b «fcV0 ; C 7 _ j 6 T^/l-dr 

/M-=3r^ (^C 7 _ ! 6 T7/u3r/V3-3cl/n^v<yism^-. t Kn^i^ 

15 -#/UsJ^/K C 8 _ 14 7 ]J ' — A — /K C 7 _ x eT^/t^^-^/!^^ 

-Xf4$?-c a _ 6 r/nfr/ur 5 y\ -xnv-c 6 _ , 4 ry — /ws 

/> C 3 _ 8 nT/l^/K C, _ 6 jr^a^-^ c x _ e T sV^jV^-Jr^ 
/K ^-C x _ 6 T/i^^/v- #/^^-f/K ^y-Xfi^— C 6 _ j 4 7U- 

/u-^/^^E-r^-e«m$ttTv>xt> iv^ ;^m^F^^^*M^s mnm 
5^L7*iiis (mmmmmte^v?^** tKp^v, r^y N * 
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6 77^^-*m=;k mmm^-u^Mmm.^. mnm^^z^mmm 

- C 6 _ x 4 7!l -/l-T 5 / „ C 3 _ 8 y* P T/l^/K C t _ 6 T/U=a 
5 C a _ 6 T/^=¥/l^^^- N C, _ 6 7/VW;V7^=/K C,. 6 7/V^r;V7 

6 ^7/i^2i?=.» > #/w^-f/K ^^-*/w^-f/K — d _ 

10 te^-ffijgfc (d _ 6 ) 7/^7^ ;^/-Xit^-C 6 _ x 4 T^y— As 
T%; ; c 3 _ 8 v-^ or/vdr/w ; _LfBbfc©$fc£*LTV>-c <fcv>c ! _ 6 T 

20 V\ d - a iX^PT/l-^; 
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(xv) fc Kn^riX ; 

(xvi) y b ; 

5 fr^/Vf-* ; 

(xviii) /^/^^^ ; 

(xix) ±|Btt«SB»^fe31ff^^«^ll^lS■C«lft$^^TV^Tt>«kV^C x _ 6 T 

(xxi) ±fB©mSBp^P ) 31{^ttSgmS-eB^^$^^TV^Tt i j;v^c ! _ 6 T 

(xxii) ±|Bg^BSf^b^^^tt^fi^T*Bm^ttTV^Tt>ctV^C 1 _ 6 T 
15 (xxiii)iilBLfcam£;ftTV^fc J^C^T/t^K ±IB Lfcttifc £3xT^ 

20 JilBbfcigj^ (C x _ 6 ) T^^/l— ^/P^^^K _hlBL;fcgi&£tl,Tl^-C& 
(Cj _ 6 ) T/^=¥/^^/^'7^^=/^jo t ^;^>*±IBL/^:K^^ttTv^T^>«tv^c 6 _ 14 

25 $7 [flK T^y, _hBBgmSBp^e>^f»5fimST*gm$n-CV^-CfeJ; 
T'gm^tbiTV^T^ J: V^y -Xte^- C 3 _ 8 n nv^/VT 5: y , _b|Bg 
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t v -jvt ^ y , -kiagm& c ii h m tsti z mmmxmm & tix v> x ^ v > 

5 / ; iifEgm^Bl^k^tffrSgl&gTg&^TV^k J^C, _ 6 T/P 

TtjiV^Ca _ 8 i/^n'7/W^-*^=;l/7^y ; -hiagmSBg^ hM 
tffr3gm&T'g&£*LTl^Tl> J^Cj _ 6 7^n^^-^;^ = ;i /7? 

io ^^=^7^; ; Jhfagm£ci¥^mm3g&£Tg&£;nTv^ 

(xxiv) _h|ag^SBSf^P ^ 3lfm5gmST'g^^^^TV^Tt> t tV^C a _ 6 T 

(xxv) _h|SgmSBI¥^P>^^m6gmSTgm$i^TV^Tt> J:vnc x _ 6 T 

(xxvi) jiiagms b m& bm&tiz mmmxwwi £ *i/r v^-c t> £ v>^- y - c x 

(xxvii) -hlBg^SB|¥^P ? ^lf^^5g^^S-egm$^TV^T^<kV^^ J -C x 
_ 6 T)V^-)V— /Usj-^i/ ; 

20 (xxviii);*/^ ; 

(xxix)J^/P7 7* ^Er^jU ; 

(xxxi) *.;V~7 JV ; 

(xxxii) Jli3gmSCp^b^fm6gmS-egm$tLTV^T^ J J:V^ > ^mJm-7• 
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4 7!) — jv**t*s ; 

(xxxiv)±IBgi^Scp^b^(^tL5emST*gm$m:v^T l b«^;v^c r _ a 

5 7y-/Vft;. 

(xxxvi) _hlBffmScp^fe^{^^SgmS-effim$t^,TV^Tt ) a:V^C 7 _ ! 

(xxxvii) ±fE»m^ci¥^b^fms»mST'Bm$^TV^T i b J;v^c 6 _ x 

4 ry^-*/^=^ ; 

10 (xxxviii)±|B©^CSf^P>^{^n5emST*em^tbTV^Tt )e J;V^C 7 _ 

(xxxix) ±laemscp^b^{^tLsmms-c«m^nTv^T^> J;v^c 6 _ x 

4 TUwi'-^/^^T^ ; 

(xxxx) Jb|BgmSC^^b^{^tt5«m£T'em$nTV^T% J;V^C 6 _ , 4 
15 TV ^->V-j);Vi$=-)V3r3r*y ; 

(xxxxi) ±iE«mscp/ei>fe®{m5«ms-cgm$^Tv>Tt i j:v^y -x 

li^C 6 _ ! 4 T!Jwl/-*;W^V; 

(xxxxii) ±|Se^C^^fe^f^tLS»m^T*Bm^tl,TV^T%«tV^C 6 _ a 

4 7!J-;^M=/v ; 
20 (xxxxiii)±|B»mSClf^e)ilf^n6BmST*«m$^^-CV^T% [ tV^C 6 _ 
! 4 7y-;^^7^=^ ; 

(xxxxiv) ±fBttm^C||^b31fm5SmS-eBm$nTV^T^<tV^C 6 _ , 

4 7!J-;^;v*^7^ ; 

(xxxxv) ±BB»ms ci$a> biitf emi-egm £ fix ^x t> £ 
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J ; _hlB Ll/fcgl&^tLTV^T % .fcV^/ — Xtev*— C 6 _ x 4 T y —?V7 X J ; -h 
IB LfcfK^c^TV^Tti .tl^ J —JLt±Z?— C 7 - t 6 77/V^7 ^ J ;±1BL 

y ; ±fEU7cK^^tLTV^T^5 j:v^c 1 _ 6 r>'^^/^-^/^'^=/^•r 5 7 ; -LIB 
15 L7c«*&£*LTV^-Ct><fcV>C 3 _ 8 i/9 u 7)V*r>V-ti)Vi$~)VT % J ; ±15 

Tfc ±^C 6 _ 14 Ty— /^;^^/V7^ 7 ; JifBUfcBifc£*L-CVvrt>«fcV , »C 
1 . 6 7/l'^-^/^=/l't^i/ ; Jhf3Ufcg|&$;frTV^1>J^C l _ 6 7Vl' 
20 n^riX-^^^/l't^^ ; _b|B LTcffi^r $ ttTV^T & J: — {SC X _ 6 T 

25 Sr^tpS^V^L?^**^!^^^^ ; -h|BbfcB^$ttTV>Tt> £V^C 6 _ 
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C 6 _ 1 4 71) — /i^-^/V^^yu ; JilBLfcg&^HTV^fc £V^C 7 _ , 6 
_#,l^^,^T ; JilSbfcgm^ttTV^T^ £V>C 6 _ ! 4 7!)- As-* 

-f/Wj^-Ca _ 6 T^=ar/W-^/W^4^/V;^/-X«^-C 6 _ : 4 7!J- 

fkmmmm (mnm^&te^w^m*, tKn*^ 7?a ^o^w^ 

^■y-xte-^-Cg _ j 4 7!)^7^y, c 3 _ 8 i/^o7/^/K c x _ 

20 6 TA'a^^ C x _ 6 T/^dfV-tf/M^/K C x _ 6 TVl"^^^ C 
! _ 6 7^^/^^7^f C x _ 6 T/l'^/V'^/l'tf^/K -hlSLfc^^^ 

-C, _ 6 7A"*A'—# Assises A** i^-C 1 _ 6 7A"*A' — lJA'/* s &<< /K 
^•y -3U±v>-C 6 _ ! 4 7U — /^-#/u/^-f /l^g&^iixTV^^ £W 

25 a»e>fc5i$ (j^t> gm^Gif iB&iBi-s) iitf^sgms-cgmsfr-cv^ 

fc«fcV\ C a _ 1 4 7y-;l/ ; 

(xxxxvii) Ji|BffmSGS¥^fe^f^tLS«mST'«m$ttTV^Tt J:V^C 7 _ 
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(xxxxviii) ±mm&mGmfr bisrfnsg&s-eBifc £ tix^x 1> «t c 8 _ 

(xxxxix) ^a^^ig^ ; fc Kn^rV ;^hn ; ^77 ; _t|B bfcg&^frTV^ 
jv ; ±l2L/cgm$tbTV^Tt>J:V^C 2 _ 6 T^—As - .LIB bfcB&^frT 

10 J:lSb7cfii&£4a-CV^% £V^C 3 _ 8 nT/^^^-^^#^/^ ; JLfBb 
fcB^^ti/TV^T^ <fc V^C ! _ 6 T;v^-jv^;v^^;v ; JL1B bfcfi^£KTV^ 
Tt> iV^Ci _ 6 T/l^^/^^^^^/W ;7^;y ; ±IB Vfcm^^flX^X h 
X^^ry -JLn^ > -C 1 _ 6 T)V*iVT% y ; -LIBbfcgm^frTV^k 
^r/ -Xte^-C 3 _ 8 ^ P7/^^7^ 7 ; ifBbfcgi&^frTV^fc 

15 ^•/-Xfiv J -C 6 _ 14 T y-/l-T? / ^IBbfcBm^frbTV^fc £V^y - 
Xfiv^-C^ieT^^^^T^ / ; -LlBbfcg&^TV^ti cfcV^C 6 _ 14 T 
y-7l^-;*7A^=/^T5: y ; fr/U^sUT 5 7 ; ±lBb7 v cB&£*L-CV^'b < }:V^ 
C x _ g T/m-A'—UA'iR-fl'T ^ 7 ; _LlEb;/tgm£;ftTV^ 1 b«J:V^C 3 _ 
8 i/^n7^-*;^^r^ ; JifEbfcfim^tLTV^k _ 

20 6 7^ = ^v'-*;^=;W7 5/ ; _h|B bfcfii&£ frTV^T £ V> C x _ 6 T 

*=^7^y ; ifBbfcBi^frTV^k J^Ci _ 6 T/U-dr/^-^/l^^^^ 
; JhfBb/cgm^TV^fc J:V^ ! _ 6 7^3^^/-*/^=;^ 
; ifBbTtK^nTV^k £V^y -C x _ 6 T/U^/l^- iO)VA^y( ;V^T 
25 3^ ; JbfB bfcfi*&£ fhX\^X t> J; t^v 5 - G j _ 6 TA^f-As-H/l"*^ 

3r~> ; ^/PtK ; * A- :7 ;r ^6 ; ; 7^7xt*^^ ; ±IB 

Lfcttfc£*Vrvvtt>.fcv\ ^^JK^^fcS*^, KElitjDIC^«3J:tftt«JBC 
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ttrVNTt -tV^Ce _ , 4 ry^Vft ; ±iELfcg&£tLTV^T t> J^C 7 
5 _ x 6 7 ; -tfBLfcg&^frTV^t) <fcV>C 6 _ x 4 T V '—As— 

; _hfBL7cgm$;ftTV^Tt>«}^C 7 _ 1 6 77/^^-*/^ 
7^ ; JiiBLfcB&^frTV^T^ <fcV^ 6 _ x 4 7y^-*;^=^7^ ; 
±|Bb7c:g&£*LTV^ t> J^C 6 _ , 4 TU — ^-^/W^=/^dr-y ; JifB 
LfcB&$frTV^Tt> £V^/ -X«:v>-C 6 _ x 4 TV — As-*/Vs**rJ/\s 
10 ^-=3rv- ; ±fc\^1tW®:£tlX^X h iV^C 6 _ x 4 7])- yl^/l^^/P ; _h|B 

*LTV^t>cfcV>C 6 _ x 4 7!)w^;V*^7^/ ; _LfBL;/fc«m£;ft-^ 
15 #/W^-f/P ; ^-/-d _ 6 T/l'^r/t'— ; i?-C x _ 6 TVl"* 

/V-#/W^-f ^ ; -xnz?-C 6 _ x 4 TV ;vs^s(/v ■ i%m 

/V ; JifBLfcgm^tLTV^^J^Ce _ x 4 7^;> ; ±13 Lfcg&£*L-C 
20 V>Tfc J:^C 7 _ x 6 7? A"* A* ; *S «fc tfifc*W^#*tefc*J|C-^ flKHJW^ 

yWb£;ftTv^%«fcv>c x _ 6 ta-3vk -xtei?-c 1 _ 6 7/is*/u 
T^y^y-xt&iS-Ce _ , 4 7y-/v75/, c 3 _ 8 ^btm^ 

25 C x _ 6 TA'a^^ C x _ 6 7;>3 ^^-^7^zl?=7K C x _ 6 T'As^As^- 
C x _ 6 T }V$r?V7,)V7 4 =.}V^ C x _ 6 T/W^/l^/M^/K ±|BLfc 
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*y-Ci _ 6 T)V*r)V— y&^W^^/K ^-C, _ 6 7 JV^jV—ij >V;^4 

it) IfiS ; 

(xxxxxi)±m^tz.m&:i$frX^Xh£^C 1 - 6 7J\s*;^ _b|BLfc@m$ttT 

<tV>C 6 _ 14 Ty — Jfc/l'S/K ±!2bfcC a _ 6 7/^fV-tJ 
15 -LlELfcBm£;ftTV^T'b J^C 3 _ 8 is? a T/l^/k 

fcB4&£*L-CV^t> £VMS$fc (Cj _ 6 ) 7J\s*rSUX/Ufc~jU%i£X$lim\^fr 
W&£tlX^Xh £V^C 6 _ 14 T V —/IsX/^-frfrbteZmfabmi-ZtlZ 1 

3= fc « 2 ©TOTii $ nx ^x & <t v ^ hmitti z> 

20 £ ; *5«fctf 

(xxxxxii)::tl,b^B^S^2fi^± (W, 2~3#) ^LfcS, 

(1) ^l*fifc6^Ll 4<D^b7K*^> £fcte 
25 (2) ^il^gt^Clilf, lXfi 
2g. l^V^L4fi©^fnJg^5rttf5^VNLl4l (fi, 2fX(j:3i 
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5 LTVvrt>«fcV\ 

(1) ^it6^Ll4©^ii, £fcfi 

(2) &*]JiC^£^K:&3SfjDSC^ Igf If ^i^fl^i^I^S Utt 

5th 0* b< f±5^ti oi, ^y)0^^<n5^f^6M.<D^mmmmm 

10 t? N 

«fcV\ C 1 _ x 3 r/l^=^l/>'S*fc:fiC 2 _ i 3 T^^=W^^-e, Cj _ x 3 
T/^=3rW^S^fcfiC 2 _ ! 3 TA^—Ix^SO^^-C-tfS — O-, — N — 

C 4 3 ] ItS^rt bTV^T t> J; V\BHfc7k*£;3S x _fc|B UtSMAi^^l 

6 T/l^^^/^s C 2 _ 6 7Vl"¥:=/H^ C 3 _ 8 ^^P7/^;H, G 6 _ 
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sata;) mmmmx\ 

gmS^r^UTV^t><tV^fc Ko^i^S^ tFn^Vl, ±|BLfcg&£ 

5 /Ur^v'-^/l^— /M-drv^ _h|E Lfcgm^frLTV^T t> <fcV^/ -C 1 _ 
6 TjV*ti\s-%jV /Vt^i/I, ±|B Lfcgm£ *LTV^ t> «t V^- C , 

14 TV—iV***/^ Jbf2Lfcg&£;ft,T^-C& <fcV^ 7 _ x 6 

JilBLfcg&^tLTV^T&J^Ce _ x 4 TU^-^/^/l't 
10 ^rv-S. iifBL;/tg&£;ftTV^T& il^Z-^iv'-Ce _ t 4 T V 

V>C X _ 6 T^3r/K ±EBUfcgifc3jft/rvv-C 1 t>J;V'»C 8 _ x 4 TV—z^X 
15 l^fBLfcttm^nTV^T^ <fcV^ 7 _ j 6 T7/l'*Sl'frt>mt£tl%m®:& : £ 

7^S*5, _hlB Lfcgi&&;JxTV > *T t> <tV^C x _ 6 TjV^-jV 

Jhfabfcg&^tbTV^^^C 3 _ 8 ^ nTVl^/l'— # 

20 S N -hfBLfcg^^ttTV^Tt £l^C 7 _ , 6 7 7^^-*/^=;H, C 

C, _ 6 T/U^/UXjW? ^ JilB Lfcg*S ttTV-^T t> 
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^nT/Wdr/K JifELfcgi&^ftTV^&.fcV^d _ x 4 T P -;K ±IBL/c 

±IEL/cfi|&£*LTV^T1> «fcV^0 (d _ 6 ) T = ^ v'-^/^^/K -t 
IBLfcgi&^ftTV^^ J:V^$fc (C x _ 6 ) T/i^/i^/i^^/KiocfctjaiiB 

15 ^feaff*tsit*a;tf. 

20 7;A WbSftxv^-c £v^d _ 6 T^s^/ey -xm?- 
C, _ 6 7/^7 5/ ^ C 3 _ 8 ^b7;^;K d _ 6 7/Vn^-^ C 
! _ 6 7/^= d _ 6 7/l"¥vl^-;*\ d - e T^#/^^ 

iV^/V/^ari'/K #/W^-f/K ^-^^/l^^e-OK — C x _ 6 TA"*r 
25 yU-jfr/l^ ■=£■-< /K is- C ! _ 6 T/l-^^-^/W^^-f /^-eK^$tbTV^Tt> 
«kv>) ; ^-y -Xfi^-C! ._ e 7;^7 5 / ; G 3 _ 8 '^B7^ ; 
/Nn^i/fb^frTV^fccfcV^Ca _ 6 7;^^f^ ; d _ 6 7/V3^^-*;u 
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; C ! _ 6 T>V*c)\sJ-* ; q x _ 6 T ;V*r)V7s;V~7 J ~>V ; C x _ 6 T 
s^jjy ; ^■^•^J/U^^ryf /U ; J - Q x _ % T/U^r/U- % }V^^c^ fV ; v>- 

£Dl^bSfm5g&^&WLTV>-ct> £v\ c 2 . 6 7;^=;Ht\ 
15 Sg&gT'g&^WTfc it^c^eT/^/P ; -LlEg&gDl^k^tftL 

20 >\ ^/-Xlt^-C, _ 6 7/^7 5/ , C 3 _ 8 i/^n7;^/K C, 

25 ft^-egi&£*LTV^*> <fcV>) ;*;-Ifj;i?-C 1 _ 6 7;K;l/7^;C 
IjcfcV^C! I 6 7;>3^^; C, _ 6 T/l^dri/-^,^-^ • c", _ 6 T)V 
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*tV^-* ;C,. 6 Tfr*;V*;V7 4 z=.fV ; Ci _ 6 T^*r/UXjUft~ ;V ; ± 
=£<i)V ; ^E-/ -C 1 - 6 TAs*r)V-li)\s/^s{)V ; ^-C.j _ 6 TA"^-;*/ 

*t3 g$&££rW b-CV^T 1> J: C 3 _ 8 is 9 n T/V^/W-ST% 

&-^tr5&V^ 1 4*. 0tt<tt5^V>LlOl, £ 6> L < f± 5 

T V ^ T h J: V > ;*/ ;v # dp- v'/kT? % 

25 ^3&^@^SB^-Cft^^tT,TV>Tt «tV>C 3 _ 8 */9 nT ;V*;V-%)\, 
* N ^/l^T^/K ^/^-f^^f/K ^^7xt^^;K ^fc«_h|Bg^ 



WO 2005/051373 PCT/JP2004/017996 

36 

^^t? 5 ^ L 7 M^Hf gt#/l^~/U-C% 

^^ifV^^L&l^g&S&WbT^T&cl^T 5 /S^, T^/, _h|B 
5 ItlDi/!)^Ifi.tl5iilT«$tlTV>Tt)<tV^y-Xtt^-C 1 _ 6 

ilfEBm&DS¥tf>^fm5fimg^fim£;ftTV^& J^C,, _ 6 

15 gT'B&^nTV^&J^C! _ 6 T/I^/U ; ±IBfi^D#^ bil^tLS B 

SBm^T-fi^fr-CV^TfeJ^C,, _ 6 T^^^/W ; -hiafimSE^^b^ 
f2ft3B$&g-T?fi|&£n-tV^t> £V^C 3 _ 8 ^^n7/w^ ; ±|EftlD 

5B^ST*fim^ttTV^T^«J:V^C3 _ 8 iy? uT/u*/u~#7U7$^/i> ■ _LfB 

«^D|¥ri>b^tf;ft5B&ST*fi&£;ftTV>Tt> J^C^ _ 6 TVt^W*./!' 

25 tfwu ; _h|BBmSD||^e)^f^^^5BmST'Bm$tvTV^•r 1 £J t ^:V^C a _ 6 
T^/U^/W-y^^; 757, ±l5BmSDp^£,51fm5g^ST'fim$ 
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C 3 _ 8 i/^n7;^-*^=/i/7 5; ; _LIB«m^D;B¥#> bit fi*T,5© 
t&&XW&£HX^Xt>£^C 1 _ 6 7;l/3dr>>-^;l/^-;i/7 5: J ; _h|BB 
5 ^^SDp^fe^f^tbS©^S-ett^$ttTV^-Ct>«3:V^C 1 _ 6 TJV*7\s Afrits 

iSfoX\^X%>^C x _ 6 7/>3^^-*M=/^^iX ; _h|BgmSD|¥^ 

15 /^=/^e>^5^ cb*t> emsFp^iu&ia-t-s) /j^i^-5tMt% 

& W UT V>T ti £ C i _ 6 T/l- =i ^ST% 

s d m b m t£ ti % e % ^ u x v > x t> «t v ^ c x _ 6 r ^ = ^ s -c\ 

7/^uyl»^^- fr— (1) c, _ 6 TVl"*/^ t^ySU 

25 <ttj?c 6 _ ! 4 ry— v^s^^'&'5»^e>3lwf^^^eifess^-t^^•etLWUTv^ 

T^J^C! _ x 3 TVMft'VStN Cj _ x a Tsu* c -a* 
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&^;fr-eft^LT^T^«fcV^ 2 _ a 3 7/v^=^ylT% C 2 _ ! 3 .7VHr 

St, 

10 IjftS^ft«C 1 _,7^vy*aJ, ±l2Lfcg^A#^6>51«n5fi 

15 iijmsg&gTgmsaxT^T^ «ti^c 6 _ 1 4 7 /u^^s-e*>«±: 

(4 73 _h|B [5] fc:i3«i©;* M^*HitoH % *J:VSRIMPjttSr^ b^x<D 

^■mm(Di^m%tM^<Dzfvi ^nfc 1427 3g$#&ttgii 
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T/BV^r b\Z* X>, 1 4 2 7 3^#T=^* ht.tctel 4 2 7 3§:^#T 

HI 1 W\ slAs ^ h W (Palmitoleic acid) 30/iM 

n t s (ittrt C a 2+ ^^fS^> tiOT i m e (sec.) 
V^SB^fcOlSMftifi (#) «r^i- 0 Ottt M 4 2 7 3MCHO-K1 
)NBJ5&, Att-7!?^ 1 4 2 7 3MCHO-Kltt, D(j:l 4 2 7 3l:Mt 
TV^^V^ri 1/ b u ' — )V(D C H O — K 1 ^BJlS&^-t-o 

10 0 2 y y — /UR (Linoleic acid) 30/2 MSr^JP Lfc £ 
#<0*Hll&rtC a 2+ ^SC>^bSr|^-<7b^m^^-t-o o u n t s ttftfl/fi 

rtC a 2 + ^Sr^i-^3t^S. ««©T ime (sec.) te^VTVl^M 
(D^m^i (®) *r7J*i\ Ofil 4 2 7 3MCHO-KliR Ate^r*;* 
1 4 2 7 3MCHO-K.1 £fflj!^ □141 4 2 7 3 tTV^^V^a y b 

15 P-;KDCHO-KliHS(S^t, 

0 3f4, y — !J / (y-L.inolenic acid) 30 n MS: 

»Lrt^#(7^^rtC a a+ »l£©£te&P^fc*t:fc*:^"t-. fl©C o u n 
t s ttiJirtC a 2+ M f $(||©T i m e (sec.) ttf-V 

^/^An^oNpra^ii (#) Sr^i~o Ofj:l 4 2 7 3^CHO-Kiaa 

20 Ate-v?;* 1 4 2 7 3 3S3ICHO-K 1 i« N □» 1 4 2 7 3 SrSSabTV^ 
n ^ h n — /l^O C H O - K 1 J^SJ^Sr^-f-o 

0 4*4, 79*KVR (Arachidonic acid) 30 fiM^m 
1)BLfck%<DMmftC a 2+ aS<^^b^Si-<fc^m^^i-o »©C o u n t 
s fi»rtC a 2+ iI^^ff 3felS, ti©T ime (sec.) \*V^zf 
25 Jl>mN'&<DtifmUM W) &7jk1- 0 Ott 1 4 2 7 3MCHO-K 1 IfflJja, A 
fci^?;* 1 4 2 7 3MCHO-K 1 $BJI^ 1 4 2 7 3 SrHSl, LT V^jiV^ 

^yfn C H O — K l ^BJ3S £r7F"!~o 
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M 5 K^-^^^r-^^^^ (Docosahexaenoic acid, 
DHA) 3 0 jxM&mto^tck%(DMB&ftC a 2+ mSO^^p^rt^m^ 
1% »Coun t s IZnj&ftC a 2+ m&*^-$-£%i%im, ffi.$&<D T i m e 
(sec.) te1^:7VU»l&<DR#P B mi® (#) Sr^i-o Otel 4 2 7 33g3LC 
5 HO-Kltt, AfiT>>7 1 4 2 7 3MCHO-K llBjiS, □{3142 7 
3 Sr3g3ibTV^^=i h ;v©CHO-K 1 ^BJJSSr^-fo 

IH6fi x t 1 4 2 7 3mRNA^^*^^t„ => t°-|& 

/25ng total RNAlit o t a 1 RNA 2 5 n g Sfc ►) © = 

10 IH7« N 7 7 1 4 2 7 3mRNA^MIr^t 0 = fc 9 — 

g p o 1 y (A) + RNAftp o 1 y (A) + RNA n g^tl?) <D=i 

0 8(1 Tfcii^ b^M7J/ hTl^Wl 4 2 7 3mRNA©M 
_t#&^fc^j]l3T*H-o HHA^tK^NP^ (h) &^-f- 0 ifW<Z)Cop i e s 
15 /ng p o 1 y (A) + RNA|i p o 1 y (A) + RNA ng^fc!)©3t°- 

0 9it t M 4 2 7 3«mCHO»IJ&©c AMPm^^i-5flgJ»»©* 
W&m^tcffigz&Tjk't o F o r s k o 1 i n\±7*jV7.=*y ^fc&TXmffim 
^^nLft^ofc^-g^ Bu ty 1 i c a c i dll7t^3 y 

20 (3 0/i M) Sr^tl Lfcm^i:, y-Linolenoic acid 

nyi-frX^}) ^If&TltCy -V S V>^m (30/tM) &m#BLfc^&, L 
i n o 1 e i c acid VX?*)^^ =» U ^##TK: U 7 (30/i M) 

§r^nbfc^#Sr N DHAtt7^;^3yy#|ETtDHA (3 0/iM) 
AnL7t^-^Sr N 0 1 e i c ac i d \X~7 * >V7, = JJ ^#^Tt-^ W 3 

25 0/iM) ^^nb7t#^Sr^i- 0 ««|(D%f± N ^^/I^n y ^T'i|«Lfcfl#<£ 
c AMPjg£*^k-<-x£§|V^cfii:£ 1 0 0%<b Lfcm-^fettS, ^§J» 
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m 1 0 it, miffimWitofc i§ t M 4 2 7 3 3§gLCHO^jfe-C'<DMAP# 
^--^^btr^WL7c^m<lr^-rc CHO-h i 4 2 7 3fik M 4 2 7 3 
&*^LTV^CHO*|BJfe&/BV^«£>& x CHO-mo cklitM427 
3&3§mLTVV^CHOM£/BV>fc^£^% y - 1 i n o » y - U / 
5 W^Sr^in Lfca-a-^T, methylfiU /-/^^ Lfc#-£& 
^"t-o (mi n) »1^:^^&©ftifll$|B| (#) %^-f 0 P 4 4fiy 

^mik&nfeVklbZtitiERK l K p 4 2te JJ ^Ife-fbSttJSi* 

ft$tlfcERK2 Firm-to 

illft 3T3-L1 ftHJ&tf>flMJJ&$Hj}&#fcM^C# 5 1 4 2 7 3 S&fr© 

io ^Mttsrw^fcis**^,, 3 t 3 - l i Mf&(Dmffimm&4mm'& 

©0t (0) Sr^t 0 Ii©nt°-t/2 5ng total RNAtt, # 
feHfc3 T 3 — L lMJCfcftS 1 4 2 7 3f»mRNAMMT o t 
al RNA 2 5 n g*>fcij©3tf— Sfci: LTjftiiUfcfiSr^i-. 

■8i2ii % 7 y b®ttmmffimmffimm(omw3mjfoft4kmmfrW5 1427 

15 3^#:^>|§^lbSr^^/t^^-r o DayO(iMHii©ite^ D 
a y 8«^b^^8 0^<^iBJ!g^ffiV^^^^-r o Ii©n t"^^/ 2 5 
n g total RNAtt, #&tbrt|U^itaTO«^^tt 5 1 4 2 7 3 
StfrOmRNAMi^T o t a 1 RNA 2 5 n g fcfc?) ©n h'-fi: 

20 013 fi N flgJK^K: i5AtT-20 6» ©MW&JfJW**/!^* ^ttt 

B"? (CRF) l»«ttACTH5>»©«IffiI3b**:W'<fe3j$*S:^'fo base 
W:CRF^#^ETT%j|gJK^^»L^^ofc^^^-t- 0 CRFftCRF (1 
OnM) #^ETT^JK^^^qb^^ofc^^i- 0 y-LAtty-y/l/ 
>»Sr, a-LAda-yyvyi^ BAttBH^Jt^CRF (lOn 

25 M) #^T-e»nLrtm-a-Sf^-t-„ ACTH (X2 5pg/ml) fiACTH 

ftwm&mto w-iQ+mmmm (n = s) 0 **, P <o. oi ; *, P <o. 

05 (Student' s t test) 0 
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0i4i±, 3T3-li mffift4kffimz.33vz>mm&m\z*t-t5&3i>M 1 6 
T*nbfrtz.4k&Vd<D#iMfcm$:7jk-t 0 m%k(DG i y c e r o i c^m) 

( m m) £r^-r o mm<o—&&<DB a s e iti&MMvM'fr&Tr; 
i~o 2#g~4#gfi Isoproterenol V "^n f 

5 I//-/P) lX10- 10 M»U]fcf^t 0 £)j^2f|OBa s 

Isoproterenol Wy^ofW/-^) 1 X 1 0 ~ 1 °M(D^t:M 

e fctt^&MK#lM£tlX^?>Zk&7Fl~ 0 (p<0. 0 1) 

-fz>ik$mx*$>*), &*L<n%mm&&m^z*ji'tf>'miL ten* commit 

15 (iv), (v). {k&m (vi) jsitW^ft (vii) t-fes, fls^4fc (ii) 

*5<fcT>' (VI) ttSfSfl^fc-c&s. 

1 41 (^», 2S*Xf*3H5fcK 0*L<tt5^Ll 01, «ttJ0*l><« 

tts^L 1 oi) (D^mwmmmi t ixit ^-a-^*^ 

25 ^-^1?-^— /K [b] J-Tty^ls, ^<^y [b] 77^ ^yX^f^ 

7h [2, 3-b] ?-*y^i/, yv^, tfn— tr^y— 
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;k t° y s?^ t7^y, t° y 5: t°y y k— -r y y k— 

;k iH-^y^/-;K yyy N 4H-3r/ y s?y. ^y^yyy, =3r/ y 
^ x 7^7^, t7f-p^y % ^y^-jryy. ^r^yyy, WJy, # 

j&V^fcSfMB (»4t<ttlXtt2fi) (Ms ^ytf^jl^) 

a*#*b< % Mx.fc£. ^^-y^y, ^<yy [b] ^^-y^^s ^yy [b] y 
io ^o-x^-^ihy— /k ^vyfry^K ^v^yfr/-^ ^-y 
h [2, 3-b] r*"?^^ 77y^ y>-K— 7j/^y— /k fry- 

b < tesigft) *si^ls»« (ff*t<«:ixtt2fi) <D&mm&ft 

fcfcv^#at (W.^^vflt*) ^IB^bT^jfcSftfcSlft^aUflv^a'iS,, 

TJ^^&^W b5 3S£ Uli, flitf, (1) yj^y £r#cffi b 5 § 5* 
20 Oliil, (2) #/1^3rvVl^g N (3) (4) C 1 _ 4 T/U^ 

IT^; g^^tLTV^T^ iV^yl^y t^A'Ss (5) xfc;*>fcyBfe3E % (6) 
C 1 _ 4 T/l-dr^S (#k y^vK ^^-/K ynt°/K y^vK 4 y7f;K tert 

-y^^/«c<if) r^y Bm^n-cv^Tt .tv^y^^'i'^s. (7) c 2 _ 7 r^ 

^/i^;* /P/fc =/^^-y7 /w^y /vg (M. y ^-/u^ /wtf; ~;v=j-j!r-%> sv/^j ;v, 

25 t*7W^^ *fcfi (8) MJ7^to^^^^ 

tfcy^rs (-nhso 2 cf 3 ) m^m^hfh^o 
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^ — f° — — f° — u— nh -ni— r 
Y % Y ° ° , ° 

o o 

— 1 — f f — n— r — v— r 

Sv/N H N Hv/N H ^ O^NH 

T • Y ° s * T 

so o 



OH 



H 

O..NH S V .NH 

T , Y 

o o 



-NH 



N H 



— n — 

(I) *5j;TJ« (VII) ^*5V^T, ^Afig^SrWUT^Tfe e tV^# 

T^-y^^, ^yy* [b] 77^ -<^X^-^ihy-/K ^y/f-r/-;K 
^y7Vyf7/-;K I> [2, 3-b] ?-*"7=.i/ > ~7y>^ 4 y Y— 

(I) *5itX (VII) ic*s V^x gtBtt, 
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-<^y [bj :7^>\ ^<^x^-drf-i/— ^s^y^y*-,,^ 
5 ^>-X^y^T)/-/K ^y h [2, 3-b] ^:7^ s 77^ ^>K- 




10 ^fcli-Y-COOH^^ £>l'#LTV^t>J^Bg|&£ LTte,M;ttf N 

6 ) T)V*)V; gm£*LTV^T& X^fe®. (C 2 _ 6 ) T/l^^/k ; WmiStlX^ 
15 Tt>«fcV>{£^ (C 2 _ 6 ) T/V^r^/U ; Mi^flX^X^ £\,^C a _ 8 *S? UT » 

v><k» (c 2 _ 6 ) Tjup-jux-^is ; mmtsfrx^xh^&m (c 2 _ a ) y 

; pi^A^h ; Wm£tlX^Xi>£\,^{&m (C^ 6 ) TAs^/ur* ; ft* 
20 $^.;m&iStlX^Xh£^i&m (C^e) T/Mr/P-tf/Mwt. ; g&£;ft, 
XV^TTti «tV N C3_ 8 n T/l^^/P'— ^7y'l^7j?^.yU ; *tTV<*T «fc ^{g$fc 

( C i-e) T/W^/U^/l^^^/W ($J N y^/^/P^-/K ai^Vl^/mfcrr/HgS) ; 
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%<fcVv*V-XW:v?-C 6 _ 14 T V-^T^y.m^tlX^Xh^^y-X 

/l/^;l/7^, ^^V7^ ; W&ZfoX^Xh <fcVMBj& (C x _ 6 ) T/U 

y&^;VT%J ; gm$*LTV^t> «fcV>{g$* (C^) T )Vi$ ;V 

T % J ; m^^tLX^XhX^i&m (C^ 6 ) T)V^r?V^;Vi^^jVT%J ;g 

/^T^y, 2-t7f;l/XM = ;l/75;, 1 --^^/i^/i^^/i^T ^ / 
^)] ; m$kiSfrX\^X% £\,^&m (C^e) T^^r^-^7y^=/^^>y ; g 
^r^tl-TV^-C^ (C x _ 6 ) TA^*^-#/P#~^;^^ ; 

-cv^t> iv^y -j&m. (c a _ 6 ) 7M^-*;M*^/ut^v' ; 

"C^Tt <fcV^— (C a _ 6 ) T/l^/k-^/l^^-.-f'/I^^iX ; *^5fc ; * 

v>xt> J:v>c 6 _ 14 T!; -/^^v- ; g&£;h/Tv^i> «fcv^c 7 _ 16 T7/^3v^ 
^^^;«m£;J^Tv^T^b j^c 6 _ 14 ry-/i^;^ 

$ tt T V n T h <fc V > C 7 _ 1 6 T 7 >v*ctv - tl >Vi$~;V ; g& $ tit V ^ T «fc V > 
C 6 _ 14 Ty-/u-^/P7j?=/UT^ / ; B&£<aTV^fc«k^C 6 _ 14 Ty--/i' 

-^7/^=/^d f -v';g^$tbTv>Tt 3 J;v^y-xfi^-c 6 _ 14 7y-^- 
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1A TV>-J>V ; «&$*LTV^t> J^C 7 _ 16 T7^/U ; g& $ fi X \^X <fc 
^ ; *3J;^itte>^«mS^2ffia-i: (#J, 2~3^) Lfcg ; & ^ £> 

mtztizm&m o^t, gm^Ai* mia-r^) asfflv^*L5 0 ^a^jiibl 

7tg&g£ N g&^#gft^^l&V>L5<@ N 01i:L<{il^L3l@;jrLT 
y h^rv^/M^yK ^ h^rv^/l^f-yK ^PTjfdr^/Utf^/K tert-y f> 

~f=f-jV s <i y^^/K sec-y*^yK tert-y^yK ^^^vK y^J-^vK ^ 

ttSAi© rg^$tLTV>Tt>«fcV^^ (C 2 _ 6 ) T/V£-~yVj © r{&$£ 
(C 2 _ 6 ) 7/V<ir=/Vj i LT(4, Mifft"-/K yn^-yi^ ^y^a^- 
/K 2 -^fy- 1 --fyK 4 -^yfy- 1 -^fyK 5 .^ir l — f 

fiSAp© rg^$^txv^Tt> JzvM&g* (c 2 _ 6 ) tjv*^>\,\ <d m®. 

(C 2 _ 6 ) T/i^~yK| t LTfi. Mi«!2-/fy-i->|' / K 4 _^^^. 

f/K 5 df^y- 1 -^ft^ylV^tLSo 
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IJ^iAi© rg&£ti,Tv^t>cJ;vv(gjgfc (c,. ( ) T/u=i*iy} <d r{gj$ 

^y/n*°^ ^h^rv^s -fy/h^^ sec-:/h3rv\ -O^/l^-dr ^ 
5 iMAj|© rg^tlTl^TkcfcV^a (C^e) T;V*/V?-*\ <D 

& (C^e) T ;v*c;v^-3r\ i LTIi, 0il;Uiy ^^/u^^ zfn 

10 <£> (C x _ 6 ) T>v*)V-D;Vi$.z=.jv\ i: ttli, ^itf7tf;K 

k.&t^-jvT % y s ^^vi^r^y^ ^Dt>7^y, ^f/vr^/, v 5 ^^- 
15 5: y ft if e>n<5 0 

20 ^r^yj <£> r<&& (c^) r/v= 3 ^r->'-^^^=^r ^ y j i: ttii, M 
^yj o r{g^ (c x _ 6 ) T/i'^/t^/i^—A'Ts: y j i tt(i, #j;tfiy^ 

<D \&l (C,_ 6 ) T/P=3f/L— t tttt, ^IJ^Lf^ 
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^**S^J O tj&m (C^e) T/^3=3rv'-^/^^/^=3rv'J i: Lttt, 0J 

IISAgO rg&£;ftT\^Tt><fcV^/-{gi& (C^e) TJU*r/U- * ;U 
^■^E-^/W^-drv'j O r^ey-igjgS (C 1 _ 6 ) T )\>*c)V-j] JVJ^J )VHsr^r^\ 

10 gmSASf(D rg^frbTV^T'b cfcV^-<fga (C,_,) TjV^/U-jJXsS* 
^-f/^^rv'J <£> r$?— ffijR (C x _ 6 ) TjV^-jV- U jVs^J ;Vjr*c%/\ t L 

a ? jffDjW ; k KB^/;=Fn";^7y ; 7 5 y ; ^ig W^igjf^ 
Wfc^tLTVMTfc «fcVH£|R (C,. 6 ) T^3r/K tft/l^/K Cj.eT/V 
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^/-x«^-<S^ (c,_ 6 ) t>v*)vt % ; ^ ^y-x^-c 6 . 14 7y- 

5 ^7^/, Ca-s^^^T^^/K (C^e) T/l^*^ (C x _ 6 ) 

TJU*r/U?-$-, j&m. (C x _ 6 ) T/^/I^yW^-zK (C x _ 6 ) 7/1"* 

/l^^7fr=/K JilBLfc^^^/Mfc^frTV^Tli J; V^/M?*- {& 
0 (Ci.e) 7/i'=i3rv'-;*//M?=/PK #/w*re>OK ^-^-^/w^^/k ^t- 
(C^J 7^*/^-;*7/w^^,k S?-4£«ft (C^e) 7/1^/1'- 

io # /w^ * /k y - x f± v 5 - c 6 _ ! 4 r y — ^ - # j )Wz if x»«j& $ ti 

TV^T t> J:V^) ; Tft/l^ ^/W ; C i_ 6 7/1^/1'- #/l^=/U ; C 6 _ 14 7 2J — /U— 
HArtf—fls; C 7 . ie 77/^-*/^=^ ; K^^tlf 1^ fiKH 

if 5 Jfcv^ L 7MiS-*;^=;ug ; ^y-xfci?-' fgjgfc (C x _ 6 ) 7/U* 
15 /\sTK J ; ; E-;-Xtt^-C 6 . 14 7y-;V7^ ; &/U§A,T§S ; 

ft*?- C 1 _ 6 7;^;u- #/V/tf=/i^-7 ^ y , *y -Xfiv 5 - C !_„ 7/^ = * 
^-^7/l^7i?=^-T ^ 7 ; C 3 _ 8 v^^ nT/l^=ar^ ; ^ n <7*Wk; £ frT V^T t> «fc 
V^$fc (C a _ 6 ) T/U=*^;<K» (C,.,) TJU^JUT* ; {&& (Ci_ 6 ) T 
/l^/l^/l^^ =/U ; Jgjft (C,_ 8 ) T/^^/^^y^*=^ ; JifBL7c^^^y^ 
20 fbSfrLTV^ti iV>*;^^rWl' (C^) T fr***/-* 

~/W ; #/W^^/l^; ^tf/W^^ /k ; (C^g) 7/t'*/l'- # 

/w^-Y/i- (Ms y ^/lofr/V"^^ /K ^^viofr/w^^/i^) ; v?--(£jj& (c 

^•-f/K ^^-/u^ zf-jv-tuV/^^/vm) ;*;-XI4^-C 6 - 14 7!J^-^ 
25 /w^^f/u (<0i|> 7x-;v*;w^>f/K l — •^fvi^/i'x'-^-Y/K 2 — -7- 

bMl-£*iZ> lXli2i, 1 ^V^ t 4 fi©^r ^tf*7 -XH^- 5 
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4 — t°y iM^/W^^/K 2 — ^^~/U>&/w^e-^/k 3 — 
5 _ 6 T>V*)Vl/ ]) ;\s*3r v- ( t e r t - ^Vl^CX JJ jVjf* ; if (£* 

<£> rc 3 _ 8 v-^ t=i T/l^^/l— ^7^^ = 7l^J £ LTIi, 0tf*.fi^ n^n \£>V1> 
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r/'f/K 7o/f/K ^B/u^s y y TJ/i^n/K ^;tf-^E-;U3fr y y ^/i^^yi^ f 
«mSAi^<D rm&Ztix^xh J:v>c 6 _ 14 Ty-/^#^j © rc 6 _ 14 

ItlA^O re£&£*vcv^t> J^C 6 _ 14 Ty-/i^;e-j <D Tc 6 _ 14 T 

«&Sai¥<£> r«^$tLTv^Tt«fcv>c 7 _ 16 r^/i-^p^^-j rc 7 _ 16 

m&mAmcD ^mm^i^x^xhx^c 6 _ 14 TV—^~^/u^^/ui <o rc 
6 _ 14 r y-/^-7J/^#^/H £ LTte.^j^fcf^i/yV/K 1-^-7 h-r/K 

liSAio $ fix v^t t> i c 7 _ , 6 7 7/^;v- % /i^^^j <d r c 
yj o r*;-xttv?-c 6 . H 7!J^7^/J £LT«, 0!|;U£:7^/k7 

^y, s^s^^rs y ft^tfUBv^ti^o 

« m S A m cd r g ^ £ fh x v > X h J: v > ^ y - x - C 7 _ , 6 r ^ y T 
yj <d r^y-^iiv'-c 7 _ 16 77/^7$yj i: Ltii, Mxfi-o-^/u 
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gt&gA3£<D tm&ZtiT^xh J;v^ 6 _ 14 t y — /u-x/utf-jisT^ yj 

g^SA#© rg^£;faTV^t> £V^y -Xtev?-C 6 _ 14 T y — JV—$I>V 

fim^Apo rgt&£;ftTV^t> J^c 6 _ 14 ry — /u^/i^^/ki to rc 6 

g|&SA8|<£> rg^^tl,TV^T 1 fe, c tV^C 6 _ 14 T y — 7^/1^7^^ yi^j tf> |"C 
6 _ 14 7U^;i/7^^j i LTIt, M^ff, -7 4 i- 

B&gAp© rg^$t ly TV^T 1 fe> t tV^C 6 _ 14 Ty — yl/^;^^;i/7 ^ yj O 

r c 6 _ 14 ry-^^^=yur^yj i ttfi, iiit y^^jv^/v^^,^ 
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10 iHt rc 3 _ 8 ix^ nr/i^/KU rc 3 _ 8 ^o7;K;^^v/j, <"c 3 _ 8 
£^tf 5&V>L7Mm*m#/l^-/Kk rc e _ 14 7!J^^j, rc 7 _ 16 

15 t^/^/^^v-j, rc a _ 14 7ii^ftj, rc 7 _ 16 77;^ftj, rc 

r y -/p^-^t^- ^7/i^^^/uj, rc 7 _ x 6 r ^/i-^/i-^-^r^-^/PTK^/i.j, 
^/-xiii>-c 6 . 14 7y^75/j, r^/-xte^-c 7 _ 16 T7/^ 
/^T5:/j. rc 6 _ 14 7-y — )v^jvi^=.;vr ^y Js rc 6 _ 14 r y — >v-$uvi$. 
20 ^7-;/j, rc 6 _ 14 ry-/i— ^/^7j?=/^dr^ Jx r^/-xtti;-c 6 _ 

4 t y ^^/U7^ =/ku rc 6 _ 14 7y^^/i/*=;P757j, r^^^^- 

25 / ; ^IBL^a^^^-rv^T^ctV^^T/l-^/P ; _h|BLfcB^^$tbTV^Tt> 
ctV>ig^T/^<5r=/l- ; Ji|3Lfcg&£*vrv>Tt> J: V^^T/l^^/l^ ; Tfc/l^ 

1 

^ ; C^sTfr^/V-ZuViS^jV ; C 6 _ 14 T y -/P-;*7/i^=/P ; C 7 _ 16 T 
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-%/U7$~/um ; c 6 _ 14 r y — ;v (^C 6 . 14 7ywHj:^pyyif s kF 

n=3r^ r^y, /mj ^v^fb^ttTv^Tt £v^{g$fc (Cj-,,) t/i^/k 

5 C^er^A ^7/Ut}?=^ > C 6 _ 14 T y — /k-*/P#=/K c 7 _ 16 

77^-*^#=;v, ^JDSC^^McMISC^ «Jllg^*3J:tJ«fift*J©^ 

l^-C 6 . 14 7!)^7^, tfvl^/KT^y ; J E/-XU5?-C 1 _ e 7^ 
10 ;K*;^^-7^;, ^E-y — Xtev*- C 1 _ 6 7;>3^v'-^/^^-7 
; C,. 8 ^n7M;K «fc (C,_,) 7^3^^, (C,. e ) TA> 

^Asf-Hr* tea (Cj.j) 7/^/^;i/7>f=;K fe®. (Cj.j) T/i^^/u^ 

15 (C,_ 6 ) T/i^^-^/w^-f /k S?-teJR (C,_ 6 ) TA'Z'A'-IrA"* 

/k * y c 8 _ x 4 t y — *ltv vr 

fc£V^ ; C 6 _ 14 Ty — y^dev' (^C 6 . 14 7y^/Vt^fi^n^yj|^ 

tKn^^ 7^;, xnc2^ Wb^Tv^^ £v^$* (c,_ 6 ) ta^/k 

Jfcrt'S/K C !_ B 7^^- #jU7$~ C 6 _ 14 T y — /W— yfr/Pstf—zK C 7 

20 .,,7?^-*^*=^ mnm^^^mm 

HlPt^-^/M^/J'S. -^y-Xtt^-ffiJR (C x _ 6 ) 7;^/i/75y, 
-Xli5 ? -C e l u 7];^7^/, ^^^75/ ;*y-Xlj:^-C 1 _ 6 7 

25 -T^y ; C,.,^B7^ {gjR (C^e) T^a*^ (C,. 6 ) 
T/l"*/^;^ (C^j T^^r/l^A-:^ (C^) T/l^ 
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B. (C,. 6 ) T^rj^-^/Vjj? — ju)^ #/W^^/K J-TtU/Vs^J /K 
y-i&Wl. (C^j) TA"*A'-#Sl"**4 >V, i?-' \&®. (C,_ 6 ) 7 A"* fr- 
it fr/<*J /K * J - X - C 6 _ 1 4 7 V Sis- i> fr'<*rJ frtt. if Tfi& $ tl 
TV^Tt>J;V^) ; C 7 . 16 T7/^/^^ (^C 7 _ x 6 T yfr^frJr* Vfi/N n 

7 fr^rfrfc frS.fr, C^eT/W^-^^^/K C 6 . 14 7 JI^-*;^= 
t 7it*i-*;^^;H^/ -Xll^-fiii (C^) T/^/i^T^ / . 

10 *y -xfei?-c e - 14 7V—fr7 c 3 _ 8 v-^ pt/v^/k {g^ (c^) 

TA-^^i^ {gif& (C,. 6 ) T/I^/l^^ i&fflt (C x _ 6 ) T/l^^/^^^^-r 
=/K (C^e) TVi^/i^/i^^/K j2?BLfc^;*-r/Mb£;ftTV^t> 

-OK ^-^riifr^^^ fr, =£J—i&ffiL (C x _ 6 ) T/^=ar^-^7/ws^^/u N v? 
15 -{SM (c,_ 6 ) T^^/^-^^-^^-r/^, ^y-3?:fi^-c 6 _ 14 Ty — fr- 
Jjfrs^-ffrteZX'Wm&tiX^'XhX^) JflmJl 

^tekTmrnw^fr^mtefo* 1 ^ii2t, 1 &v^4i@(^-rnjiic^£r^tp 
5 ta\^ l 7 M^uigts (M, 7 u t° y tr*< y >v , 

20 /i^/K 'Cj-.TM^-*;^;^ C 6 . 14 7!J-/i'-*yv^;K C 7 _ x 
,77;^^-*;H=;K Kil^P^Clli^, fiMJD|C^»sJ:tftt«jDi( 
^^feSfittS 1X14 21,' l&V^4^<7^^njR!(^&-g-tp5&V^L7M:jI 

X{i^-C 6 _ 14 7U-^75y, C 3 _ 8 ^ n7Vi^/K <S0 (C^) T/U 
25 =13^ (C x _ 6 ) TA"*JU?-^ i&ffi. (C^j) T/U^/t'*/^ ^ =■ /K 
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A"<*>f/K ^^-ft (c x _ 6 ) T/i"^^-*/w^>r/K 
(C x _ 6 ) T^Jis- #/W^^/K -^-y -X«^-C 6 _ 14 T!J 
^/WfcifTgm&ftTVvr t>«k^) ; */-XttS?HEiR (C^) TAs^jV 
T%J ; *S -X.tt&-C B - 14 7 V —AsT $ S ; C 3 _ 8 is? B7W ; -LIB 
5 Lfcgm£*LTV^1>£vM£j& (C a _ 6 ) 7^a^;fift (C,.,) TA-3r 
(C,_ 6 ) Ty^^/P^/i^7>f ^/^ ; ttiR (C x _ 6 ) T/w^^^/w 
Jfc—/!' ; JilBLfc^^^Wb^frbTV^T t> J:V^/ujj?^^v (4*fcx (C 

iR (C t . 6 ) T )V3r)V—j3 }X> ;V (#i| s ^ ^yU^; A"*** 4 /K ^^Vl^/P 

10 ^^E-T/^) ;^-i&m (C,_ 6 ) T^^v^-^/W^^/W i^^vI^A- 

✓^&-f /K 3 - fc° y vVt'tf/W^^f/K 4 - fc° JJ ^^;W^^;l/ s 2 

— As-toA't^'i As^ Z-=?-^=-A'33A'/^s(;vm>)\ Y V — C a _ 6 TAs^jVis ]} 

AsJr^ris ( t e r t -T/^v^v^ f-jUis V fr** is) ; if ilSCi) 

20 J;v\ 

t^SAiiiz) re&$tL-cv^t> <t\^c 6 _ 14 Ty — <D rc 6 _ 14 ry — 

/1>J <h LTf3\ ^!liif7x^K 2-bT:7:c=. 

y/K 3-}fy=c=i]}/u s 4 — t^^^y^K 2 -t>;* y /uteztfrn^hti 

-5 0 iC 6 . 14 7H-/Hi> W#lftteteft$;h,TV^-Cfc J: < „ Uft#}\z.mQ £ frit 
BmSAlfo rg&£ftrv^fc £V^c 7 _ 16 T7/i^/Ki o rc 7 _ 19 77 
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2— 2, 2 - v^^^/l^n^/K 3— :7a^ 
y^^ntVK 5 - :7:*:^/W^V5vK 2 — f'^rc^ y 

So 

itib rc 6 _ 14 r y — /ku rc^^x^/^^^j *3<tTj? rc 6 _ 14 ry— >v 

10 J ; JifBL/cg&^frLTV^T^ £ V^j&TVl^/l- ; -hlBLfcgm^HT^Tfc 
7cS^$ttTV^T 1 fj<tV^C3_ 8 v'^ nT^^/U ; _h|B LfcB}& £ tVCV^T t> J; 

15 RJ&^tlTV^T t> .fcVMfti&T/V'^/t-'— # /Hj?—/!' ; _hfBLfcg*&£*LTV^ & 
iV>C 3 _ 8 ^ 07;^^-*;^=^ ; _h|E L7hgi&£ tvTV^ & «fcv^$fc 
TJlsZcJUX/Ufc—jU ; JtfBLfcgt&£tL-CV^*> &\t^feMiT /V 7> ;V7 >( — 

J ; ±iELfcB&£;ftT^-Ct>«J;V^/ -XttS?- C 3 _ 8 *st vT/u^/UT^ 
20 y ;±!BLfcfi&£*bTV^t> £V^y — Xtt v>- C 6 _ x 4 T y— /KT ^ / ;± 

fcg&&*iTV^T*><fcV>C 6 _ 14 Ty — ;V7 ^ J ; ^5^75 

7 ; _LfELfcgm£*LTV^t> J: V>i£mX/i^^-;fr^#=^T 5: / ; _b|2 L 

25 gm^tLTV^T^.tV^fgj^T^^^v'-^/^^^T^y ; JLfE Lfcg|&£ *L 
XV^tfc e tV^i7;i'^^;^=;v7 ; ±fBbfcB^^^TV>T 1 b £V> 
C 6 _ 14 7y'^^^7^y ;_LfE Lfcgm$*UTVNT*> .fcV^^T/l^ 
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A*— ; ±!Bb7cgi&;**l,T^T 1 fc ctV^^T^^drv--^/^ 

4^**1/ ; _hiEb7cg&£;ft,TV^t> &\t^J-fcm.7 jV*rJV-Jj ;V/**:4 Jl> 
^-^V' ; X/Uft ; ; * /\s7 4 ?v ; ^IV? }V ; _h 

5 fEbTcgm^TV^k £V\ ^ill^^^fulil^, tf£jtJD!C J ?*3«fctf^i 
m^-frbM&tlZ lX»2i N 1 &^U4^<Z)^^njjiCT-&^fr 5fcl^b7.R 
fc*St;fr-*'#~A' ; ±15b7cgi&£;ft-cv^t> «fcv^ 6 _ 14 T y — a^^-^v ; _h 
IB b 7c Bi& * tl X V > ~C t> «t V > C 7 _ ! 6 r 9 ^ ^r/^ # V ; -LIB b 7c g& $ tt T V > 
Tl>«tV^C 6 _ 14 Ty — /l^tf- ; ±fBb7cg&£*LTV^ & «fcV^ 7 _ x 6 T 7/1- 

10 =3r/^^- ; JbiBLfcB&£*L-CV^Tt> J^C 6 _ 14 T U — /^-^l^—A- ; _h|B 
b 7cg}& $ tlX V > T t> £ V > C 7 _ ! 6 T =7 As *cAs- * y^/J? ~A< ; ±IB L 7c gi& $ *t 
TV > >T 1 b«tV , >C 6 _ 14 Ty — }V— 3j jVtifc z=-As7 5 / ; _klB bTcg&^frTV^T^ 
J;V^C 6 _ 14 7P ^—/V—^jjV^^jV^'^r is ; _h|B bl/cg^cSfaTV^T t) J; J 
-Xf* v 5 - C 6 . 14 7!) —jU-%/U/<*r 4 /l>a-*i/ • _h|B b7cg&£ tLTV^T 

15 J;V^C 6 _ 14 T y — /l^^^^^yl^ ; _klE b7cgt&£;faTV^ t> J^C 4 T 
y — /l-^^^^^/^jilBL-Tcg^^tbTV^T^ «tV^C 6 _ 14 r y — /P^/I^tJn^ 

; ±IB bregma ttTV^T1> J: V^mm^-^v- (0*b<{i N 
frTV^fc «tV^#S5^m^-^rv') ; JifB b7c^*^/Wfc;£;ftTV^% £V^# 

20 ^— #/w^-f/i^ ; (C x _ 6 ) 7/^-*;w^>f;i/ ; * y -Xfi 

i?- c ,. M 7 y ^-*^>f ^ ; U*I , «OStJW^*5J: 

t^gft^^^bS^S 1X^2^ 1 ft l^b 4<@<75^7 i t2 j^&^t^/ - 

25 5twL7M&mmm (0>u 7U;k t°y^/K br^usv* t°-< 
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_ 6 ) ^;-XI^-C 6 . M 7!J-;V7^A C 3 . 8 ^ar 

Z^^/K (C,. 6 ) 7^a^i/, (C^) T^=r V- 

<£0 (C^e) TjV^rfV^-ir, {&m (C a _ 6 ) T/V^yU^^^^^/K (Sa (C 

5 /K ^^-*/W-?^-^/K ^E-y— {gjgfc (C^g) T/W=3r/^-^7/l- 

/^e>T^K v'-iSii (C,_ 6 ) TA"*A'—jJA"* i e>(/l'^ ^ y -Xfiv 5 - C 6 _ 

Mx.tfs i&*jDR^«*tea»KJWiK it i^*3it;tii^^f)ii^5 1 x 

9:21, 1 b 4 o J^-T'^r'^tp 5 >^V N b 1 4ft N 0*L<te5&V> 

L101, $ b L<tt5^L7l 2 tX« 3 ^5£) ^^S. 

#£L<te(i) 5^U1 4M(0£L.<te5fcV^l OD^fiMfS, 
15 (ii) 54V>L1 OA^fi^iiSXIi (iii) 7fcV^l OlWl 

5 If f SSW* L < I v^ Mrftmat, MX-ti^^-fr Ms 
2-^=/K 3-^^=/^), (Ms 2-^y/K 3-7U;l/), tf U 

^ (09* 2-tfU^/K 4-t°D.^), f7/!)/V (Ms 2 

20 -f7yp/K 4-f7yU/K 5-f7^U;U), tWU^ 2 

drf-yy/K 4-wy!J;>), (Ms 2-^y y^K y/K 

4-^yy/K 5-^/y/K s-^yy^^y*;^ (W, i-^y^ 
yy/K y;K 4 — rv^yy/K 5 — ry^yy/Ws 

/k t° y ^ (Ms 2 - 1° y ^ s^/k 4 - 1° y ^ N en y ^ (Ms 

25 1-t'njJ/K 2-fny/K 3 - fc° a y ^) „ >f ^ #V ]) ;V (Ms 1 — T 5 ^ 

yy/K 2— r^^yy^K 4 — r^yy^K tr^yy^ (Ms i-^y 
y ;k 3 - f7 y y /k 4 - y y /to N t° y (Ms 3 - fc° y ^v>~ 
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/k ^y^ryy/v 3 — ryfr^y/w), >fyt 

^t^/y^ (flu s-^y^-y-yy^K ^vku/u 1 — r>-Ky/K 
3 -^>- ku^)> ^y/ Cb] ^ 

(Ms 2-^^y* [b] 3-^<^y [b] ^^^jU)^ ^<^y 

5 [b] 77-^ (M> [b] 7 7=/K 3— ibl 7 7^) 

^ifo^#^mm^s ; mz-i-£t°xiy (#k i-k e ny^/K 2-t 0 

^/y^w), (#k l-t'^y^^K 2-t°-<y^=/K 3 

15 yHr=,U; Jl|Bbfc:g^$nTV^T'biV^|SaT^=¥^/^ ; JhfB Lfcffm^fr 

^A^/k^-,^ ; T^y ; ±.IB Lfctti&$ tLT V^T t> J: V^^E-y — v*— 46; 
17^7 5/ ; JilBbT^ifi^^tl/TV^Tt) V^y —JU±i?—C 3 - B iy? 
n7;^7$7 ; _LfB L7c«m£*LTV^ 1> <t V^y -Xfiv 5 - Ce., 4 T 
y-^TS y jifELfcBm^frTV^fc .fcV^y -Xfi^-C 7 _ 16 T^^=3f- 
25 /V-T^y ; JiiBLfcg&^frLTV^TkJ^Ce-! 4 Ty— ^- tf^tf^/l'T ^ 
y ;*/l^/UT^y ;±m^tcm&£ftX\<^X^J:\,^&ffi.7;l<'3c;U-$/l>78~ 



WO 2005/051373 PCT/JP2004/017996 

62 

10 ^5^1,7 mmmm^^^^ ; JilBLfcfim^tbTV^fc J;V^ 6 _ 14 

IB L7c:BI&£tLTV > *"C 1 b J:V ,k C 6 _ 14 Ty — /l-^-;^ ; JLfB Lfcg|&c? ttTV^T t> 

; j2gBbfcfiifc$*L*CV^t> «fc V^C 7 _ 16 T7^=ar/l^-^yk7i?^ 
15 /^;iriBLfcBI&£;iXTV^T% J^C 6 _ 14 T y — /U-yfr/l^^/Kr 5: / ; Jt|B 
LfcBI&£ tLT VNT J; V> C 6 _ 1 4 T y — /U- Ufrifc—jv*'* ; _LfB LfcS^ 
Sti/rv^T J: v**y - XttS*- c 6 . 14 7JJ — Ae**e4 JUr^ris; _hlB 

20 4 ry — /i^/wiwKrsy ;±iaufc«m$tLTv^ & ±v^*atd-#v 

(C,. 6 ) TA"*A'-#A'S<*e4A' ; (C,. 6 ) TVl^/V—yfr/W^ 

t 
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trjJs?/K tv^yev, f^vV, MiiSit 

5 _ 6 ) T/l^K *y-Xtt^-te* (c, _ 6 ) 7;^/vT^y, 

&i?-c e _ , 4 ry^r^y, c 3 _ 8 ^^7^, (c,. 6 ) 

7VU=i3riA (C,. 6 ) T/Ua^-jfrvM^K {g& (d.J 7 

(C x _ 6 ) 7 JV^rJV^jV-y j =/K (C x _ 6 ) T JV 

10 ^-OK ^^/i^^E-OK ^/-{£$fc (Cj _ 6 ) T/^^u-^/W^^e^/K 
(Cj _ 6 ) T — jV/^J */-3lfi^-C 6 - 1 4 T 

15 flHfcSaVCV^fc <fcVMgg*7/l^/K Jt|2Lfcfi|&$;ft,-CV^* ie kV^'|gi&7^ 
i:lBLfcgm£;ft/rv^t>J^f£;&7/l^~/K _bfB Lfcg&^axT 
V>Tt>J^C 3 _ 8 ^P7;V^ -hiBLfcgm^tLTV^k <£v^c 6 _ , 

20 /WtK^/K JbiatfcC! _ 6 7 A"* A*— #A,'#~A' > JnlBLfcgik 

^fhX^XhJ:^C 3 _ 8 ^B7»-*^ N JbfBbfcgm^tLT 

(C x _ 6 ) T^3vio*/MwK J:fBLfc»»3;ftTV^ 1 t>,fcV^C 8 _ 14 



WO 2005/051373 PCT/JP2004/017996 

64 

^ol^vi^/w^^/K =5->v&)V/^y( ;vm) ; C t _ 6 T>v*c)V (c 

(p< #/W^^/U) ; ^y_ Xfi ^_ C6 _ t 4 7 p^_ A/l/ 

1711^^^^^^ (^j, 2 -try vViofr/w^Y/K 3 — tr jj 

;V/^y(jV^ 4-lfJJ^/l/*/W^>f;K 2 —f^^jVtf A"**G4 /U N 3 - ; ?- 
:x - yl^/l^cfr^ > C 6 _ 14 T U — /U-jfr/Ptfc^ — ^7/^*^/K d 
10 _ 6 T JV^riV-ji ;Vs^s( C 3 _ 8 n T/l^/U — #/PzJ? 

= A*— ;*r/U/**-f/K c,. 6 7^3^^-*/^=^- ^/w^^/i^&^as 
t7M©i^*;M^^;i/ 1 - fc'n y S^/lofr/M^/K 1 - t°^y 5? 

20 &J^c 6 _ 14 Ty-/v-;*7/M?=,K jM^/K ±IBUfeffi|R (C a _ „ ) T 
/l^dr^-^/W7}?^/K _LSBLfcfi&$;ft,TV , >Tt>.fcV>C3 _ 8 S^nTA'dM' 

ifBLfcB&^tLTV^-CtiJ^Ce.^Ty — /t^/I^—/^ <^ jgfcf 
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C 3 _ 8 ^ nT/l^/W-^/Wf^A'T 5 / ; B^$tfTV>T 1 b (C 
5 j _ 6 ) 7^3^i/-*/^=;v7^ ; fi&£*LTV^t> <fcV^{g$fc (C^ 
6 ) Tyvdr/v-^^^^/^T^ 7 ;i^$^^T^T^)j:v^c 6 _ 14 ry-/^7;^* 

(I) *5«fct* (vii) fcisv^ xisitfYtt-tn-eax;*^-- D— 

. S^ff^-c-^-o-, -N-*;/!^-s-^B&£*'tTv^T i t>«fcv , '£fls;B 
^bti% 0 T/^i^^s^fcfir/^^v-vs^^©— c— a*— o- % -n — 

*fctt-S-fc:Blfe3*L3<ifcfitt. T/v^l/^g;£fcte7Vi^=u;/K£>5fc$f& 

15 ^dp-U^g-^ T/L'^rl^VS<Ott»(0-C-^-o- % — N — * fcfi- S -tf 

^^t-iLTO rB|&S&^L-Cl^-Ct>«£ 1^7/1^ <d rr/i^ 

/oevy s ^l^fcif) &m^hti> ft^tC, _ 6 7/^^vyl^ 
20 * UV\ 

fr~V>mi t LTte> Mx.fiC 2 _ j 3 7;^=^yS tr^u:^ ^ 

d^^i^ n ^y/px-t/y, l->f 4— ^s'rls— 1 

25 ^ w->-K if ;/d^= ^y/n^vy, 2 — -fr^— l 
->rw^ 4-^^^-!-^ vy, 5 .#-fe^- 1 ->T l"^) !0 S #?^ L 
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\\L^m (III) ^*3V^T. X b feT/U*r fr— &ttc L . i^^ 

-N-^rcf*-s--eBm^ttTv^T i b«tv^Sj ^^v^bn^o ^^t- rg 
-N-ifefcte-s--e«m£*L-cv^Sj W^uv\ ^ffctfjKte, mrlBbfc 

15 6„ 

(i) -x 1 -w 2 -x 2 - (x 1 *5J;t>*x 2 f«tb^^#*fc«em^^r^r 

LTl^Tti _ 6 T/ls*U^m&s W 2 &-0- N -N (R 4 ) — „ - 

co-n (r s ) -s-&, r 4 *5«ttKR s n^ti^etiy^mm^-t. t^nc 

20 t _ 6 T/l^^&^-TK £fcte 

(ii) -W 3 -X 3 -W 4 - (X 3 teg&SSr^LTV^fc.fcV^C! _ 6 T/U* 
Ul/m&, W 3 fi^rtl^tb-O-. -N (R 4 ) -CO- N (R 
5 ) -^fcte-S-Sr, R 4 do «t t^R 5 fi^H^tL7K^m^*fc«C x _ 6 T 

25 X 1 % X 2 &£UX 3 X'tfZM ^gmS^^rbTV^T^ctV^C 1 _ 6 T 
drl^^Sj © rc x _ 6 T/W^l^gj £ y^l^V, ^^-^^^ yn 
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^ rc, - 6 T/l^W^Sj (Om&mt tTfi,' C x _ 6 TVl^^S (M> 

^n^K y^o t> N y*^vK ^ y . sec-^^/K tert-y^/K ^ 

10 W 2 h UTI^ -O-ft^WH: LV\ 

W 3 ^itFW 4 iLTtt, -S LV\ 

^^-ei>x*7tttx b -e^$4a5^^<— t L-xfi, -x 1 — o-x 2 - 
(x 1 *3j;t>*x 2 «^n•etbM^*yh^«ms^WbTv^T 1 fc J;V^C 1 _ 6 

T/v*u^m*7F~t) tfW&L<, ^fc-X 1 -o- (X 1 te&rg^^fcfiM 

x 1 tx 2 (DW.fr&frithvxn^ m%&Ui&^<vw i &. -*^i^A f(Di 

20 LV\, 

(ii)-X 1 -O- (X 1 te^^f:fcteff&S&#LTV^t> iV^Ci _ 6 T 
25 (iii)-N (R 4 ) -X 3 -O- (X 3 tefi&g£#LTV^t> iV^C a _ 6 T 

/p^ix^ssr, r 4 a^mm^tinc, _ 6 Tvi^^s&^-t-k 

(iv)-S-X 3 -o- (x 3 teB&S&W b-cv^fc^C! _ 6 



WO 2005/051373 PCT/JP2004/017996 

68 

(v) -N (R 4 ) -X 3 - (X 3 f*S&£«:^LT^T 1 fe,fcV»C 1 _ 6 7/ls*U 

(vi) -CO-N(R 5 )-(R 5 ttTK^MT-^fctiCa _ 6 TZ^^a^^i") „ 

5 (vii)-x 3 -s- (x 3 teK&^fcWL-cv^&J^d _ 6 T^l^ySS: 

(viii)-S-X 3 -S- (X 3 teff&S&^tTLTV^k J^C^ _ 6 TJ^U 

10 Yi: UXfi. -W 5 — Y 1 - ( Y 1 tttll^l- L-TV^T h X C x _ 6 T 
/l^l/;xg£r N W 5 fij^-g^ -o- N — N (R 6 ) - N -CO — N (R 7 ) 

Y 1 rg£&S£rWLTV^% «fcV^ x _ 6 T/V^W^Sj O l"C 

15 x _ 6 T/l^t^^J tLt{4, a^^U^^ zf V fcT U ^ N 

R 6 :fcJ;tKR 7 T^^tbSCi _ 6 T/U^/umt LTtt, ^vK 

bVK ^y^ntX 'fV/f/K sec-:/5vK tert-^/K ^ 

20 i^/k ^ y^yf ;K -t>;*-^:/^vK ^=3r-^/^^v^e>tt6o 

W 5 i: tt^ ji£l^1§=fcte-0-tfW£L<, #^^^W*bV\ 

(ii)-O-Y 1 - (Y 1 ^B^SSr^bTV^Tfe J;v>c t _ 6 T/i^w>-g<Sr 

25 (#J N xfwy, /p^i/y) #W;£L<. ^HcemSSr^TLT^ 
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(I) IC&V^-Cs -Y - C OOHfci^B ±(D^M(O^Lm\^^VX^X 
ffe^fc (III)'. (IV) *3«fcTj« (V) fc*3^T, StEte®&g£WbTV^t> t fc 

3; L</8V^*L5 0 iltSOttt, 1 fcV^3fi, 0£ L < {4 1 3^ 

10 (III), (IV) 33 J; (V) tr*5V>T. !E«:-CH 2 CH 2 COOH© 

bV\ 

15 fb^(III) ^*5V^T.^Df«mS^W LTV^Tt «tV^ V^^at«r^i- 0 

fc-S** (III) fc*JV^ p*3<fctJ«qf4^:tb^ttgmS«rWbTV^Tt>«tV^ 
20 *ft 0 b 4 O^m^^^-To 

/i^i/vs (#J N ^^-w^. ^i^&if) aw£b<, t 5t)it^f i/y, 
25 *p##a£5$; 
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BXhZ> 0 

^> Mmm^, ustjjjC^K (2) d _ 6 r/u^/um ^Wi^c l 

10 _ 3 T;v*;vm), (3) C x _ 6 TVl-a^fX * h^i/^i'fiQC! _ 3 

7Vl^3->Sk (4) ^n^J®^ ^5/^^^ &mm*)s C 1 _ 6 T 

* h*iytj:¥<DC 1 _ 3 T/I^^v-) T?gm$tbTV>T>b < tV>C 6 _ x 4 T 

y~/^ (M. 7^=7^). (5) c 6 _ a 4 r^Wi/i (#k 

15 (6) C 7 _ ! 6 7 7;^;^^r^S (flU ^y^t^^S, 

&3fHT"K Ci_ 6 T/U^r/um (&L ^f/^^C, _ 3 T/V^-jVm) £fc 
20 liC^eT^n^v'I (Ms * h 3=- V* if <D C !_ 3 T^a 3r^S) #0* 
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(C, _ 6 ) TA"¥/K K*£*LTV^>b«fcVMg» (C 2 _ 6 ) 
5 =/K «*3*L-C^-Ct>.fcVM£jR (C 2 _ 6 ) T/W^r^/K «tfc$*l/rvvC 

R a *fc^R b T^$tt5 rg|&S&*rLTVM:t> «fciMft*at£j turn 

io <D&m^bti& 0 

i _ e ) r^a*^ WMisfox^xh .kvMfiift (c 1 _ 6 ) r^/w-^/v 
-ivm-^^ gm^ttTi^-tk x^-i&m. (c 1 _ 6 ) r/i"*-/!'-**'/** 

R a ;£fcteR b T^£;ft<5 rg&g^LTV^&.kl^/i'^v'^J H 
g&£;ix-C^T&«fcV^C 6 _ ! 4 7y-/K B&^-cv^k £v^c 7 _ ! 6 

h^v^/i^^/K 3i h^v^/M^/K 7 P P3l? d rv'*>'^^;K tert-^ h 
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BffeSjh/rVTfc.fcV^B _ 8 V^B7W-*^*=^ B^tLTV^ 

t>«fcl^C 6 _ ! 4 7!lwV-*/^/K fim^frTV^ti J;v^ 7 _ ! 6 T 
^/i/^/u-^yu^^yK iS* (C t _ 6 ) 7A"*A'XA'&=.A' > WMZftX^ 
T^«tV^C 6 _ ! 4 7!)-;^/^^;K (C x _ 6 ) 7^*/^;V7-f 
10 =/K BI&£;fa~CV^Tt> «£V^C 6 _ ! 4 TU-^^^^/K J*^*,, 
yr^'ifr* ^^7^^^/^ ^/i/^xt*^^ g^^ttrv^Tt) <tv^ N 

(c,. 6 ) Tyi^/wr 5 y , B&£;ftTv^Tt> iv^y-xte^-Cg.^ 
t y -/u7 5: y ^BlftSft-c^T t> .fcv^y -xf*^-c 7 _ lfl r ^jv^jvt x 

y. m&ZtiX^Xh J:V^C 6 _ 14 T y -^-^;^=^7^, xft/i^/WT^ 
20 y ; gm^frT^-Cfc £VM&$fc (C 1 - B ) T)V5r>V-%)Vi$-)VT % J ; g 

V>Tt>.fcV^» (C, _ , )7^3^-*^=^7 5y ;gl&£;ftTV^T 
fciVHEiR (C,_ 6 ) 7^^A'*=^7 5; ; B^frWTk J^C 6 
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10 ©!J5fflV>bH5. 

tt % R**fcf±R b, T?**£;h,S LTWCfc J^t: Kp^VSj 

15 XtZs R a ^fcfiR b T^$^S rgjftS«rWU"rv^t> iV^^/^^-^/PiBj 
£ 1^ m (D % <D V > h tl Z> o 
R d *7c:{*R e T^$tt6 Tr^/VSj «b LTft, R a 3c R b Xtf tStl%> \T 

R d *fc«R e T^^tL5 rgm^^WbTV^T^ctV^T^ y£j i: Ltd, 
20 R a *fcttR b T^^tL6 rg^^^LTV^t J:V^T^ /Sj £ l^<£> <b tf> 

R c £R d teSV>K:^LT^J&LT*> J:V> rg&g&W LTV>T t> <fc V^«tj 
25 1 t£^L3m<D^Tvm*&'£AsX'^Xi>&^5 *V^U7M©^^if^V>b 
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5 X a i: LTf3\ bV\ 

mCT^$^5-<^if ^H*s$ fcfcWLTlvcfc J^gmg£ LTtt, fiufB 

.&33> fl^to (II) fiCDS^-^^/W^-a^-C^.S-v^l: Kn-IH— T ^V-l- 
-T/^)^-^^]-<^-^^7 P n^^ N (ii)3-^ n n-4-[(2,3-v>t: Kp-1H— f Is? 
10 ^-W/W^-dr^^^if ffus-t^Wt^ (iii)4-([l, 1' -tf 7m ^yl/J -3-^/1^ * 
l>3r^)-3-^ no^yify/n^yi, (iv)4-[(4, 5-v?^ 1^-^-2-— l^P7i 

h^y]-3-y h^v^^i?^:/P^:^:fcJ;tF(v)4-[3-t: Kndr^ 
-l-(4-t Kn^iy-3-^ b=3r^7;c^^)-2-(2-^ h driX7 ^ / *K3r 

15 R d ^o<fctJ ? R e i: LTfis TkSfJjfHK 7^*^, *&f[fJD§C^ >-gi£r*r 

i?^£Wb&V^mg&WbTV^Tt £V^T/i^=/i^ (M> C 2 _ 6 T/v-^ 

Tt<tv^^7/^^^ ^yg, ^ v-tf i^rn & u * v > r iy/um £ tc >i? >m & 

25 ^ b£^g£M&# bxv^T £ v>7* ^ y m&&-£ UV> 0 
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(0!U Oi- % T)V>rz=.}vm . ^^if^&Wb&V^g&g&^b-^ 

b^fi&S&#bTV^t> J^T/I^-A-S (0)J N C 2 _ 6 7Vl"*=/l'£) , 
^^if^at&W b&V^BJ&SSrW LTV^-C «t V^Sf ^^if^StSr^f b 
5 &VBi&g£WbTV>Tt> J^T/l'^v'S (0^ c ! _ 6 T^=i „ 

^b^B^S£WbTV>T1> JlV^/l'Ti^vvl^ ^<:/i?:^£rWb&V^T 
tmbfcBm£;ftTv^t ) c^c 1 _ 6 :ryi'3r/ug. ffjfc£*t-ci^*r t> <tV^C 2 _ 

J: b< f± % r^^ifv^^b&V^B&S&^bTV^Tk J^TVi^ 

v^fimS£r^rbTV^T 1 bi;v^T/^=ar=7l^ (M. c 2 _ 6 T/^=^S) j £fc 
25 tt ^^<^v^S^#b^V^B^S^#bTV>■C^>«tV^T^=^^^ (#| N C x _ 
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(c t _ a ) 7^75;, c 3 _ 8 v^pt/w^/k (c, _ 6 ) 

5 T^a^fS^ ^0 (C,.,) TjU^Zcis-jj/lsiS-jV^ feWi (C, _ 6 ) T 
/V*/t^;*\ (C,_ a ) T/W=¥/^/U7^^7K (C x _ 6 ) T?\s 

10 *y-Xf±S?Hft* (C^e) T^dr/PT^y ; C 3 _ 8 v^nTyl^/l-; 
^n^Wfc£*LTV>Tfc .fcWgjft (d _ 6 ) T/1^3^>' : (C 1 _ 6 ) 

T ; (C, _ 6 ) T/^dr/^^- ; {&& (C, _ 6 ) 

T^/W^^ ; {gjgfc (C x _ 6 ) T/U3rsUX/Ufc~/U ; _h|5Ufc^^ 

15 (C, _ 6 ) T/U^c/U- -*);Vs^*i;v ; S?-4£jft (C x _ 6 ) T/l^ 

20 

C 3 . 8 i/^P7/^/H) J „ ^^i?>^£^L^ff$&£«:;jrLTV>T& 
25 m*; t Kn^>; =1p; ^7y ; T 5 >> ; ©m&Df¥a>b31tf;Ji,3«m£ 

TB&£*LTVvCt>.fcVME» (C^e) 7^ ; ffl|SD|plJ»e>ltf*l« 
g&gT*e&&*l,TV^Tfc <fcVMg& (C 2 _ 6 ) T>V^-,v • iiSD^f, 
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^tf;ix3g|&ST*©&£;ftTV^& J^<g>& (C 2 _ 6 ) tjv*=-,v ; BMU 

^Mmz&mm*. mmm^** kxtmrnm^ frhMfttiz aii2g % i&v> 

tKn^, 7^A (C^e) 7;^/^/, c 3 

5 _ 8 S^nT/l^/K {6^ (Cj _ 6 ) T/U^^riX. {£& (C x _ 6 ) TjV^l 
*is-*A'tf-A' s fa®. (C a _ 6 ) T^=¥/^^- x {£0 (C, _ B ) T)V* 

a (C 1 _ 6 ) T^/l—tf/l^^/K ^-<ft« (C x _ B ) T>v*cfls-13 
10 /^^-r^JfeifT«^^ttTV>Tt iV^) ; *ry-Xtti*-i£» (d _ 6 ) 
TA"*ArT ^ 7 ; C 3 _ 8 V* nT/l^A- ; f ilD||^P,Iim5f ilf 
tt&£*L-CV^<> iVMEift (C, _ 6 ) T/U=L*-i/ ; {gjgfc (C a _ 6 ) T/^ = 
drv--^7^7j?=^ ; ^ (Cj _ 6 ) T)V^)V^Hr ;{&m (C x _ 8 ) T/W3f 
/l^/l^^ —71/ ; {gij& (C,_ 6 ) T)\s*r>V7.;Vfc^)V ; _h|2 Lfc^* TVWfc 
15 £tbTV^T t> il^/I^^ri^ ; ; J-Hrjj A'S^j J\s ; ^E- 7 — {g 

B. (C x _ 6 ) jtr/w^^p ; (C,^) T^=¥/^-# 

25 as/BV^*l5 0 

mfrbmtihzm&mT'W&ztiT^T-b z^&m (c x _ B ) r^^-* 
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^p7;^;v-*;^=/k (C^ _ 6 ) TA^A^yM^/K {gjf& (c 

. r^i/i?^^ L^gms&WLT^Tt>«fcv^^ysj i ttii, m 
io w±z?-1&m (c^e) TA^/ur^y, *A^A-T^y N «mSDSf^bil 

t£tlZ>W&&X*W®:£*lT^Xh ^i&M (C,. 6 ) TA^r/l'-^A'ZJw^ 

r^y, mmmEBfrbMiztizwWkmxmmzthx^xi>£.^c 3 _ 8 ^ 
BT^-^^r^/, mmmDm*>hmf£fi^>mmmxm^fix 

15 m&tizm&mxf&mztix^x-h (c x _ B ) ta^a-*^*-^ 

AffcftJtefii, ^-^y ; ^P^yif ; c x _ 3 TA-dr i^^d^ ; =. f> o ; 
^Ty ; ^^^7Hb$tLTV^T 1 ^ ) «tV^^y^•/^^v'y^ ; g&gDpri>e>^3*t5 

gmg-CB&SfrLTV^Tfc «fcVM£i& (C x _ 6 ) T >V*jV ; lUlDH^ 
25 fftL*BifeS-egJft$'*LTV^t)iV^jR (C 2 _ 6 ) 7;^^;l/ ; HID 

mfrbm&tizw&mxw&ztix^xhx^®®. (c 2 _ 6 ) ta-*=a-; 
B*SE»^e>sffnaa^s*cfi«i$tLTv^t> cfci^c 3 _ 8 s/^pw 
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J\> ; W&&V&frbm&tlZm&&xm&£frX^Xi>&^i&®. (C x _ 6 ) 

^fm5B&STgm£;ftTV^ 1 t>«fcvM&^ (Cj _ 6 ) T/udr/u—*/^^ 
5 ^ ; g&SES^bmfftSg&gTg&^ftT^Tfc J^C 3 _,^p7 

Sjh/r^Tfc.fcVMKjft (C,. e ) T,V*i:)V?,)V7 ; 757, g&£D 

»^e)aff^^5^t!fea^■^»**tbTv^Tt> ±v^y-xf4^— (c a _ 6 ) 

10 7As*As7%J* ^5;W7^y ; B^DSf^b^f^tt^BmS-egm^^ 
TV^Tfc.fcVMfitt (C,_ 6 ) T/V^/V-^jV^^jVT ^ y ;i^SEH^& 
attf^SgmS^gm^-CV^fc J^C 3 _ 8 ^^n7;^- tf/M^/i' 

15 *LTVNTfc«fclM&i& (C,.,) T/^-^yM^/PT 5 / ; g&SDS^k 
; «*aED»^e>»fitL««ifeSt*«lfe$^TV^t>J:v^jR (C, 

20 mmnmt>>bm&tizmmmx*mmisftx\,^xb&^>>-i&M (c x _ . ) r 

25 lilFi) a*/BV^>L6o 
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r b tfTkmrn* ^it\t^ y mm*-?* 
r c &fcmm*$. tctt c 1 _ 6 T/u^-^mx\ 

n C R d & £ t>*R • Stfl^ 
5 (i) C^eT/^/H, (ii) tKo^S % (iii) t Fn^, 7 5 / > C 

(iv) C a _ 14 TU — ^^-#V**JJ:rJ« (v) C 7 _ 16 77;^/^v'I, a> 

(1) R'dMcSfJSH 1 ©*^ 

R e tfS (i) fcKP=¥^g N (ii) C 1 _ 6 7;l'ndri/ S %/Utf*ci/, C 1 _ e T/l' 
15 adri/— C 1 _ 6 7^/V-j;;i'/]?=;K #A"« j e>f/K ^Z-Cj 
_ 6 TAs-^tv— fsfis/^'t ;v$o J; TJ*v>- C x _ 6 T/l^/i'- ;& £>J& 
SP^b^WenSg^S^^fbTV^T^ ^V^C^eT/U^^v-S, (iii) C 2 _ 
6 T/l^=3r=7^.=3rv'S> (iv) C 3 _ 8 i^ PT/^/M-^v'^ (v)/NP^^ig 
^\ C,. 6 7;^/K C 1 _ 8 T/^=i=3rv'*3 <fctl«C ,. 6 7W- tf/Wtf—ypa* b 
20 ^SS^^bSfmsamStr^TLTV^T^ J;V^C 8 _ 14 Ty -/i^^-=3rv-S*fc 
« (vi) ^II^^|:t», i?Sf JST*3J:^Mf ^fcltf^iS IX 

(2) R-as**^©*^ 

R d tfS (i) c.aT/^S, (ii) C 6 . 14 7y-;H, (iii) ^JDR^fiiW 

<o^^uu^^^t^\^7 mMMn.^^\^x^x^^o x _ G r?v^^ 

->Ss (iv) C 3 _ 8 ix^ P7W**Vi, (v) /M3^^J©^*5j:T>VNC7y 
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V>Tt>«tV^C 6 _ 14 ry-y^^rv'Ss (vi) C 7 _ x 6 T 
(vii) ^^-^St^fc^*^, 151310^*3 J:tJW*JK^a»b»tf*b« l Xtt 
2S, 1 ^ V^ L 4 i©^f P^^tf 5 L 7 Mif ST\ 

^SSrWUTV^T^ J^T^^^-Cn R C ^7K*^T% R d :fc J;t)*R e tfS 
3K#JD|C ^ £ 13^ b * V^gmS £ W L T V ^ T t> <fc V ^7 A> a * v'S 
T\ R d i:R e CD— ^TKm^T-ONF, flfe:£tt**JO§C^^fi;fc< N -X'^BftiPfM 
10 *X\ ^Ca^^if^^bft^amK^LTV^t J;V^^VSRT»*> 

TK^HS^^fett^j/*^^ R c ^tK^^T% R d ^7K^jg^T% R e ^c 6 
- 14 7y^S (#9. . C,. 6 r/U3^S (#k b=3riX, 

15 /n^v', -Y y^nTK^riX) *fcfiC 6 _ 14 T-P -/^^^S (#k 7x 

*fc, (id £ Ltii, R e as«*&g£r;irLTv^t>j^c 6 _ 14 Ty- 

X\ R d ^7kmm^-X\ R'^n^yif, d^T/l^K C^jT;^^ 

Lx^x-h^c^^rv—^^-ym (m, 7~y*ci/) xtbzm&hlftlt. 

25 LV\, 

\t&m (II) iLT«, SiiCtfS, ^; 
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io M<Dh<D&mi<^bti%o 

Z.(DM&, R f ^ (i) c.eT/^/vS, (ii) tKn^^S, (iii) kF 

gT'ylxadri/— #7WJ^/K ^/l^^-^/K *7-C 1 _ 6 7^='r/V'-*;W^^ 

2i, 1 b 4 m<D^T- P M^fc^tf 5 L 7 k 
m^5»mS^^rLTV^Tt>«tV>C 1 _ 6 T/V3=3riyS, (iv) C 0 . 14 TV — 

20 l\ 

£ V)M&#)fcns (ID irLTfcJu 3, 5 -^7/^n-4 

- [(3 -7i; ^--yy z^=-jv) * h^ix] ^^^^d^v-^, 

-4 - [(3 drv-^^^y^) f>3riX] ^yfyyn/^l, 3- (4 

- {[3- ('4-^PP7x;^i/) ^V^/P] t^^} -3, 
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y^~)V) ^xny<^m. 3 - (3, 5 — 4— {[3- 
P7xy^ri/) t^ri/l 7 a^~,v) 7°us<ls^ 3- (3, 5 - v> 

a - 4 - {[3 - (4 *f-)V7 =3rV) ^O'v^/W] X^i/) 7 z^—jV) 
•fvi^^m^ 3- ( 3 -~7jUJrx2- 4 - {[3- (2-7jU$-u? a^y 3r*y) 
5 ^-=Sri/} :7rc=A-) ^o^VBfex 3- {3-7jV*U-A- {[3- (3 

-:7/1^-p:7 ^-dr^} ;7^ — ;v) 3- (3 

4- {[3- (4— :7/M-n^cn/ dr>x) ^<^v?/l/] 7 ol 

Zfp^^m^ 3- (3— *7 )V*xi- 4 — {[3- (4-^nP7x;drv^) 
^i/vVl/] ^r^r-y\ -7*.~sl>) /n/N'y^ 3- ( 3 - :7/l^n - 4 - {[3- 
10 (4-^^/U7^y =3ri^) ^^i^/V] ^^r^} 3 — {3 

-y^/i^-4- [(3-7x7dr^y$?;l/) :7;*~/W ^n^^, 

t>b<«3 - (4 - {[3 - {4-y;\s3-v7^;2ci/) -^s^u] ^-^v-} - 
iFiltft (i) C^T/K^g, 

(ii) C 1 _ 6 7;^;^<tt) { C 1 . 6 r;U3drv'^e)^5il^f)iim5tttS 
20 St^LTV^^ «tv^c 6 _ 14 Ty —^m, 

(iii) t: Kn^>yS N 

(iv) t Fp^V, C,. 6 7/V3^i/, 7$;, Ci-eT^ndr^-^;^ 

25 eTA-dr^-^/W^^/K h P - C , _ 6 T/l^/Uv' 3J /M-**- V*3 J; t^iftjjiCT- 
•KW^SOfC^ Millet ^m^^b^fm^ lXl*2m. lfcV^L 
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(v) C 2 _ 6 T/U^^/^drv'S> 

(vi) C 3 _ 8 ^^nT/^^/^dri/S N 

(vii) s^n<y>m¥* '^n^ Wfc^tl/Tl^Tk <^;V^C ^gTM^ C a _ 6 T 

WbTV^T1 )< ^:V^C 6 _ l4 TiJ-/^^-dr^, 

(viii) C 7 ^ 16 Ty^j^^-^m, 

(ix) ^^j^^^^^^^m^, ^Jiii^-^i^mM^^b^f^tbS ixn 

(xi) Cx-aT/^U^^^^S^^b^S^^bSfinSS^S^U 

TV^t>J:V^v^vS|j8S0*L<, frfr-Vh, (i) C 1 _ 6 T/w^/P 
^/K ^^/K ^ntVK 'f^n^), (ii) c,_ e 7^^ * 

mSSrWLTV^T^ iV^C 6 . 14 7!)^ (#1, 7^c=/K ^^vl^K (iii) 
C 7 . 15 77;^7V (M> ^^S^K (iv) C 1 _ 6 7VW=iarv' (M> ^ h^r^ 
^b=3r^, ^natf^s^ ^y^DTjf^) *5j;t* ( v ) C fl . 14 7ywut^ 

20 ^^fll«S#* LV\ 
25 

ik&m (v) letter, R'fift^ (n) <dr* t mmmx»hz> v fl&ofB-i- 
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Mk&m (iv) tmmx-hz> 0 
5 V>„ flfe^fB^-i: Ltf^ (IV) ^P^^^O^W* LV\ 

^5vK :/nt°/K ^y/ntVK ^y^;K sec-^/K tert- 

ty Wiifcc, _ 3 7;^S^ilT^5 0 

ZiLTfi, 1 ^ 7c te2^<£> Ci.jT/^/V (i, *77K ^^^) 
iG^LTIt Ci^r^/l/ (#k ^^7K tvu, ^y/n 

^-a-ft (in) £ LTttu 




25 
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CH 3 

ik&W (i) t ttii, mA& 
(l) (i) C!.^;^!, 

(ii) c ! _ 6 r A"*yKS3 J; t>*c x _ B T^^^it> £> ft Si^bltftiSIIS 

10 (iii) t Kndr^g, 

(iv) fcFn^^ C 1 . e 7A'3^ 75 / s C 1 .,7A'3*S/-*^s 
)V-t % / % ja/n*?*^ c 1 _ 6 7;V3^f^-*/^=;K Ch^/v^v- 

& T ;^)V-U ;v^y{ Y V - C 1 _ 6 7;^i/J) /^^^ i^il^- 

4i@©^7 i a^^tf 5ft\,^v7mmmm&7!>>hi&z>mfrt>mt£thZ>m&& 

% ft U T V n x h «t V ^ C j _ 6 T ^ =i * v- , 

(v) C 2 _ 6 T^^^/W^-^v'S, 

(vi) C 3 _ 8 ^o7;^/Wv'I, 

20 (vii) ^ny^mc^ ^n^v>fb$;ft,Tl^Tt> .t^C^eT/i^K C X _ 6 T 
,p n *y £j «fc t>* C , _ 6 T *A % h 5 S£ h M fcE*L 5fil^ 

(viii) C 7 _ 16 77;^^^S, 
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(ix) fcrnm+sKfttemmm^ raf^iM^d^i^siitt 

(2) (i) ^ny^JT^ (ii) C 1 _ 6 T/^/W*5 < trj? (iii) C^ 6 T/U=i 

* a> & s i¥ ^ e> 3i n s a m s & ^ ^ i? ^s* _h }c # u x v ^ t & £ v ^ 




fB^-Y-cooHMi^ bi^oyyi^ c 1 _ 8 r^^u*5«ttJ«c 1 _ 

Xfi*£«£^ % - (CH 2 ) m 1 -O- (m 1 footed 1,3 <D&m*7F-t) , -C 
H (CH 3 ) -O-. -CONH-|fcli-S- (CH 2 ) m 3 -0- (m 3 «l 

fls-^* (I) fcLtli, iA^s (i) (l)C 1 _ 6 T/i^/Kio,fct>*c 1 _ 
,- 14 7y-/vmS b< fi^^y dr^S) „ (3)C 7 _ 1B T7/^;H 



WO 2005/051373 PCT/JP2004/017996 

88 




5 T? N 

6 r ^ 3 e> & s a* e> m tfti 6 ems & l t v * t t> «t v ^ -e, 

X3&**&£^ - (CH 2 ) m 1 -0 — (mMiO^LSOlf^f) s - C 
H (CH 3 ) -O-, -CONH-*fc|i-S- (CH 2 ) m 3 -0- (m 3 (il 
10 ftV^3<DSf&:&*M-) 

-Y-COOHfj:iB±©fif©tgfcf^LTV^i^t)lfS LV\ 

Sbtett. i: LTfi, StA*s ( i ) (i)c 1 _ 6 7;^*5,tt?C 1 

_ 8 7^3 df- £> ft £>j!J:£*l3 B^S^# It v>x t> «k c 6 _ ! 4 T 

20 jlk£;ft5m&K&^:/l?:/mJi^LT^T%J;v^ 
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X\ 

X^-O-, -CH 2 -0-*fctt-CH (CH 3 ) -O- (0£L<f* x -O 
5 -^fctt- CH 2 -O-) T? N 

-Y-COOHJ5S«B©i7*=^S©/^•7^&^^:elftLTV^5^i^t>^* LV\ 
#^WT'/Bl^;ft5fclN^ LTft v #12 0 0 2-2 6 5 4 5 7 
#x M2 0 0 2-2 1 2 1 7 1f v #l2 0 0 1-2 2 6 3 5 0f v #M 2 
10 0 0 1- 1 9 9 9 7 1^ 2000-198772 #M 2000-8 

0 0 8 6 ^ N ffl2 0 0 0-3 4 26 6f, #i?0 9-3 2 3 9 8 3f, # 
§f§¥0 8 - 3 1 1 0 6 5^ft^KfB^<£fc^%«r/j§V^5i£ &T?#5 0 

MS^o^ =ra@fet<^lfe, 4i[SttXf±BH4T$y»i:© 

2, 6 -/^^V, j — >VT% >\ —>VT% >\ h})^? J — 

mmk<Dm.(D&TMfd;Mk LTfi, itfi^i, @f=^ N h!J7/^n^ 



WO 2005/051373 PCT/JP2004/017996 

90 

#y±s^mi£ (M> v^^^s, ^y^it^o ^<£>&t 

m*-t£mm, ^t^mm, mm, mm. v ^mmmmmtvm., xnmm, ? 
#/um. 7~?jvm. f^&m, m&m, ^^^^m, ?^^m, *^?m, * 
?^x/U7js^m, p- h/u^^^ju^^mm(D^mmt(om.7!)mt.^\ 
*mw<Dfc&m (i), it&m (id, it&m am, \i&m av) N oo N 

io ik&m (vi) % it&m (vii) ^rcfi^<^m (J^T> &mw<D4k&m (a) .tuft 

mm^£.z>5im\z.&*)%:mw(Dik&m (a) ict^ts^ii, i-ft^n* 
mmK£VM7k&mm&&^ i LT*mw(Dfc&w (a) ^mt-r^^m^ 

15 5„ 

^mmvik-a-m (a) <^^°n Y^vrk b-c« N *m®\<o\k&m (a) ©r 

(A) ©7^S^3fy^^ N ^yf;v7^y*;w 
2j?=/Hb> (5 -*^JV- 2 -^-^y- 1 , 3 - v?t^y * h 

/Wt^rv'^W^ tert-:/5vWb£;ftfc^#M£) ; ^KtfHfclH&l (A) <D 

*mW(Dfc<a-!®i (a) ^Tk^asT-fe^fvWb, />vi^ h^/Hk, zfu^jjjv 
it, tv-^a^/Hb. ^^^=/Hb> y-^V/Hk, T?~/Hk, ^^/i^r^y 

^^^/Hb, T ^ Kte^fcfc^ (Mxtf, *%£W<D4kG-M (a) <z>#/ptff 
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f;u-2-^y-l, 3-^drywy-4-^;i^) ;*?vi^*7vWb, i/ 

^^/K tert-^vUfe^OCj _ 6 TAr^At^^X TVWb $ frLfc-ffrfr*** 
* (A) fat>M&-?ZZ.k&X~% Z> 0 

«F*b<. % JMfctfHcte, *mw<Dit&m (i), Yb-a-to (ID, fb-a-fc (in), Yb 

(IV), fb^ (V), fb^ (VI) <D#/l^drv^g3M?VK tert 




(ID 



CSS"}*, RliCj _ 6 T/l^/l^ (M, *?vK *?7K tert— ^^/U) 
£fc, *mW<Dit<&m (A) ^^cr K7if^ J£jl|#i£l 9 9 0 ¥flj 
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te*s> #3SW©ft;£-4& (iv) fcitJtM (v) fa, fl^fc (n) ipfta 
ffcs-^fe d') > (ir) mfiffi£ti,x^%i><D&®MteA^x-%, *7t> gfr 




fc&W (in*) c^*, R a ' fittms^^uxvNTt iv^^TK^S^-f-o ] 
ft, X'*S»*^©»^ % tel^#> (I') CsS*. R a ' «H&fB<fcl^#a^i- 0 3 
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R 8 ' X*7jk£tiZ rg^^^p LTV^t> £V>£Hb7k*Sj «±IBtt^A^ 

-e^bfc rg&£frbTv^t> cfcv^a (c x _ 6 ) T>v*r,\,\ „ rg&^-c 

^Xh£^1&®. (C 2 _ 6 ) T/U^=/UJ . rff|fc3*LTVvCt>.fcVM£ifR (C 2 _ 

5 *LTi^Tt>«fcv>c 6 _ 14 Ty — jy\ $s£t* rg&$*tTV^t> £v^ 7 _ x 6 Tv 
*s£7j^ h n^e>^fitL5@m^Sr 1 L 3 •(HOW LTV > >T 1 bJ:V^C 6 _ 10 T 

20 y ^^A.TK^^y ^Afc^o^mftsm^g^ h y y 

t 8 y ^fs?y<t^©3!rfK75^ h y ^jvt % >\ 

25 y >\ N-^ f;Hf^JTi?y, N-p< f/Ufa y $>J^ N-p< ^vl^^jft y ^t£}£<D 

mzmr^^m. fcrnit-rhw^ fornix y?j»tet*<DT^*v&m*m 
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h h\ -T h y t? A tert-^ h 3r V h\ # y ? A tert-^ h Yta ¥<D& 

mrj\'=i*i'}?mtz¥&mfibtiZo ^.tibmrnn, or) lowest 

S*3i^VUai — TVl^ v>-T y-^n IfyUai— >?7x =.;W.X. — ?vl/ x ^ 
Kfcif©T5K38U v^nn.**^ N ^on*^A % Etf^i, 1,2- 

j&v^Ut^j i o o°c-e&3 0 

20 (iir) fi > x^mmm^m^ it&m on tL^tKndf>> 

^#y issL&wt^ p- h/^^^/i^^c^, io-^y7 7^-^/^y^ = 

25 y yfoTfrvm^— T/\>$gfatei?(om&i&m, &mfc~r h y &mik#y $ 
zovLmmmmti: z&mtfbtiz*^ £ b mm tutu, n' n 
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r*l£>l&*5«fct*t&gfciu tel^ (I') l*/Wc»LT#bO. 1-10*/K 0 
£L<te|*)0. 1~5. 0^7WEV>5 o 

m.mnmmo^2 O O^C N frt. L< f*0~ l 5 0°C-C£>5 o 

(III') f± % X'^fffM-^ii^ (r) H^tFn^ 

15 mxtb&ik&m (ID i STASIS (Wfc*';* (Synthesis) .19 8 1 #s 

1-271) ^JfflLTMtsrtitiottSttsri^-ets,, 

RSfSWU <ft;^#J (I*) irLtfSt: Ko^rVST?*>«^«b (II') £ & N 7/ 
h|g (flFiJ, 7yv ? *;Pjj?yii?xf;K 7/^;^y|i; 
fcVK 1, 1' - (T 3/ l? fc°^ ^) 33 J; t>Ms ^ ^ ^ ^ 

20 S (i, h!J7x=;^77^y, h JJ -f^-As-fcTs? 4 ^Jfcif) <D?£&TXfc 

fl^4& (ir ) <Dmmm^ it&m (r ) 1 -e/M£*f u ^ 1 5 

25 ^tlfc&W (I') l*/WC*fU #*Jlft^U$5^K b< fi&Jl ftV>L 
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^p^drf-^ ^=3r^>-^ir<D^>fb7Kmms NJ-^^^^T^ h\ N, N- 

y >4kJ0<ik7kmM. T-t h ~ hV /k t°^-= h y /wft h y /um, T 

10 S^&^«ii^5^^V^L^4 8^^, 03; L< «m 0#&V>L&>2 4 
R#P^-Cfc5 0 HJfcfi^teii?^- 2 0&V^U$2 O O'C, 0:i:L<te&)O^ 
1 0 OtT-feSo 

(II) tt, g£fc5VM3:l£S£/gv>T{blH& (Ill') <D*-**r/vm*M 

fcmit^v ?j»ftk'<Dmmm.mm, mm-rhvvj*. ^s£#y»>A&if. 

20 y h^ris if ©^17^3 ^ri^ K£g N hyxf/^T^, 5: y^—sls^ * 
ft'&T ^5^^^ if ^^^^^^^ if V* ?btL<5o -tbb^*3j;T>^S«, -ffc 
^ (III') l^ttLT^O. 5-10^ ^IL<M0. 5~6^e 
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m&tft w&mmm, ff7tKo77y> s^a-^in^ 1, 2-^ 
±hm h 9 tee<DT$ vm. i??*tijt#^, ^od^a, mmtfem, 1,2- 

RftBSFWWtaWl 0#~6 OB#F^ b< fil 0#~1 2H#IWT?ifc3 0 H 

jtSM^^ii^- 1 o~2 0 ot^ l< «o~ 1 2 o°c-efc5„ 

fc*5> *&Wcoik&m (VI) te x fl^fc (III) il^tR^LTfil5ei-«r i:*s 
ffc^to (IV K (V), (VI') & £Tf (VII') ttffi*R£;frT^St>©«:££tJ: 



5x:>- l - — 0cVoh — gxvo 



ixjfo^;2 



(V) 



(IV) 




(in) 




COOH 



(V) (iv) cD^/«^/^sr3t5ui-«r tKx^mm-r 
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Wx.W!^JR7K5llYk4*«, &JR*§ff#SHb^lS<£>4§'g\ ik&m (IV) 
10 l^W^UT-tfrL-e-Mfc 1 &l^L>i$ 1 O-t/K 03: b< fi^l^L^-^ 
/K T/V^^#7Vm^fc«^7^©»^ fl^fcl (IV) 1 

^-/W£**L-C^ 1 ^V^L^J 1 O^r/K 0* b< ttiKll &V>L$J5^/K 

-r ^^^ffi*f*^b^#? (iv ) i ^/u\zft \^xm ltt^vmi o ^e/k b 

20 fifefb 6 & (IV) N 7 * — ~ y £vK 9 ^ — =» b * if ©ttlfcft V > & *l 3 . 

ttmOffifflMttft-frHl (IV ) 1 *:MZ%t IsXm 5 1^)1 0 00 

25 V>btb5o ^c*ai©«ffi*f4, (IV) 1 ^E-A-tc&j" IsX-Zrth^frhffi 1 frv^ 
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ftsas, ilsm^P^v^b^i o ob#[I9, 0* b< te^ i Htp^ftv^&i 5 o 

mmx*&z> 0 %.)&M.mtemftffo- 2 oftv^u^i 2 o°c, #^l< j*^o&v> 

1)10 O^UET-fcSo 

15 (VI') [3;*, Li-±ffi,Mm*7r;-f) it, fc&m (V) ©tKodri/S 

x _ 6 TJ^^m, m7Ll~£* h^rv^ xfdri/^^d _ 6 7/Wn^i/lfc 
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5 s&iby^ Htfby^ smby^, Hi^by ^ftifo^n^wby yg, 
y /uy p y F^.ifo^-^iT-yywN^^ hm^^&iftfsw &*i<5. 

{b-g-fe (V) l^/H^LT^P^blllrllO. l^li^30^K 
L.<te$}0. 2^V^Ui^lO*;K $ b< i±m 1 £^U§ 1 

10 *K*ttBfSfc«J: «3iftS©#^T*Cfft>*t5 0 ^ TigSj irLTte, by^ 

^/vr ^ >\ by fcvi^r ^ >\ by -ff-jvy % ^ x n-^^-^v 5 ^ y :/n t° 

^7 5^ v-y n^^vvl^y ^ ^ N 4-^f;U7?;^yv > ^ N,N- 

^y^vKr~y>\ N-y ^•/nd'^y N-y^-/^t°n y n-^^/w-^e-^ 

*y ^^^<D^3^T^ isMteZ&mtf btt5„ fb-^^ (V) l*/H:»Lt 

1?>\ h^xy, ->-y u^#-y->\ if £>^Hb7k if M> v^fvu^i— 

20 1,4-^^f-^, 1, 2-v?y b^x^y if<7^ — N,N-£?y?vMvU 

b\ N,N-v?y ^yi^r* hr^ b\ .^^r-y-y ^vi-*;** y >yy h y k 

• t£X<DT^\?m. '^no^^ ynn*/l^ E9it{b^^ N 
^y Vft if <zvnu ^ Wfc£Hb7k*!Hfc if fctt-ttb ©jg^j&ft if 25S 

25 R^rattil^ l'0£-&VtL£ll 2^F^ % b< »±#5j 1 0#ftV^U& 5 

B#^T*feSo SlS^^fiil^- 1 0/j^U$2 0 0<C, #3; L< 1 0 
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mfbtiZo \\&m (V) l^/^^il*j•LT^y^'7i^=/Hb^J ; S:^l^v^b^]2 o 

15 b<Dm&&mtek*7b$&$i LV\ 

/u-T 5 >\ o v-zi^v?^ f-zur 5 ^vv-T 5 / fc° y v 5 ^ N, N- 

20 ^y^^^fo^3^T^^ N TK^-^-hy^A, TK^b^y^A, Tk^y 

Oi&m&i&Mtek'&mi'f bfrZ> 0 ik&m (V) l^/W^LT&gSr&jl&l^ 

25 S^^lilf 1 0 1 2 L < f±$J 1 0 ^^V^ L$J 5 

J$F H 1T*£>5 0 HM^teii^- 3 0^U$ 1 5 0°C, 0t L< 2 0 

&V^L$*1 1 6 Ott'^So 
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fi, x h i>mmm¥hz^tt:m.nm*<DW&, \\&m (vn (vm 

&mAm<v ^ttm$t^,Tv^-ct> «tvHK» (c, _ 6 ) t/i^/kk ram^ttT 

V^fciVMftift (C 2 _ 6 ) TA'fr—A'U i& £ v^T J; vHftift (c 2 
10 j 6 T^/l^/K] friftfS0T§= LV\, 

^RfS-cjBvs&lEi: L-cra, Tk^ffc-?- MJ!>^, TkBft-fb* y Tk^te 
y fcmik'* v if mwt-r v v t> y # ^ 

oitst^ii, t° y if <^#$it ^ h y ^ v N 

sis 3 >n N 7Kmfb-7-h y i>a n TK^b^ y i)A*^©r^ y&MTkijf 

.20 ^f;^7^K/i^I7 5 K0 N tMJ^A^ h^K, thy !)Ax 
h=¥v-H\ 7-h!J^A tert-Zf h=3f-^h\ ^y^A tert-:/ h 3riX Kfc if ©A: 
JST/t'^S'KiSfciftfS^tf* £>*l5 0 ^tbb^Sf*. fb-£4fc (VIII') l^e/Wc 
*tLTltll~10^;K 0^ L<li^ll~3^fflV^S 0 

\-°7xm<S — /K 2-:7 p P^y— tert-^^/W-T/l^^— /Hfe if ©7^3- 
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Kft if <DT ^ Ym, ^^PP^^y, E9^b^m> 1, 2- 

v sister (D-hy^m, @£^^/k ^^^/k i^m^/u^if^^^x/i^ 

(Dm&mm* gum* 

io ^Tfes„ 5ij&umnmi%m- 5 o^u$ 1 5 ot, 0*b<te&j-2o 
jfev^ l^j 1 0 ot-efc-So 

(viid « % x b *mmm : ¥-hz>w±mnm*<Dm&, \t<&m on 

(VII') ir^rFfS^J: «9l^7K^iJO^TT^-a-r5ili:^«to-Ct^ 

15 ^:^^^:^v^T^ i J:v^J!j^ ) 7Jc^lJi: UT« N m^MB., y «^tK 

3^77 y?^ -S/^.!7^> p- h/^^^/i^^^, 10-^7 t-^-^/i^^^^. H 

^^y-fb^^^-^/^fls^ifo^ite^ fcmfcl- MJ!>^ Tkg^fbTJ y * 

k*<Dmm&mmt£ ¥&m? btL&xKz b^M^kf N.N'-^i^ n^dr^^ 

20 s/i&fcy ^b^^-^/K ^^/^-/i^n y K&if &/Bv^-ct> «£v> 0 

wttb^ctt/i^Sfi. flS-g^ (VII'). 1 ^/W^LT^O. l-lO^/K 
0*L<f*^JO. 1~5. O^/I^V^, 

7f7kKo77^ i^^rf"^ 1,2-v^ h^rv-^^ftiftDzc— 
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£?OT^ Hm v^^/W*;!'**^ K^fO^/^^iX hWj^^l&fc U< 

(vim x b ^^mxm^-^#^ (v) bik&m (vir) 

£&7fcMKJ& (i/^-fei/^ (Synthesis), 198 1^ 1-271) £jfHJ/B L 

x^-r 5 r t iz. i o t ^mm-r z> ^ £ &x»% 

'fb^ (vir ) tit^-^a (V) r^tf/M^ift^^vK 
io ry^/^y^y^Ptx i, lMTi/v 5 ;*;/^-^) i^tr^y 

* J* ~7 4 is t£ if <D tfc * 7 ^(D^^ETT-^JS $ * 5 „ 

fc&m (V) <D^/B4te, (VII*) l^/UfcfcfU &Jl^U$5^E- 

^faik&m (VII' ) l*;H^l, ^l&V>U$5*r/K U < 1 ft 

20 ^y^P^/H^f/K ^7x^1 ;1/oi-t;K h 7 t K p :7 7 ^ n 1, 4-v 5 
iJr p^driJ->^ ^^f-^^if^fbTK^s N,N-^^MM7? K> N,N- 
S^pp^;/, ^pptJvi^ % m^tmm, 1, o ni^y^if©^P 
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Rjsi$raf±jiflri& 5^^l^)4 8^i u < ttm i o #&v^ l& 2 4 

11)10 OTCT'feSo 

it-B-m (in) ^sw^g^^T^-^ (vnr) (D^T^m* 

y?^ TKttib^y i>A^if^>M^ss. £*SH-hy*A. ftifc^y^A* 
fb£-* (vnr) 1 ^-/nc*ru-r^io. ffiKMo. 5~6 

@fcI&fc^tf>W*S&^^ rf7tKP77^ i?;**^^ i, 2-^ 
tb75 K^^©7 5 Km ^^an^^y, ^op*;^, mmtfitm. 1,2- 

25 LV\ * 

j*JS#WW:i§«ri o#~6 ONMKU »*L<ttio^i 2^*5. R 
Jfcffl&ttiiflT- 1 0~2 0 0°C, U< teO~ 1 2 0°CT'&3o 
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it&m (I) *7tte (VII) fc£ N _LlE^itfe{C^CTM5tT«t 5o 

r^y s©«ii irtm mz-ts*^ $ tii^ti^etimmm^m tx 

V^^iV^ _ 6 T)V*JV- jj ;Vi$~jV (MX-fcf, Ti??VK ^P \f^-=^;Vta 
ifh ^I/^^JV, C,. 6 r^adr^/i,^-/!, ^ h 3r ^tf/l^ 

^^p-r/^if^v>btts„ ^nhcommmt t-c^ ^n^yif (#j 

15 *;^^i//H©^Hi LXfi, ^ilx-f^-^r^-^tT/S^S^r^ LTV^T & J; 
V>c, _ 6 T/i^/V' (Wfcfif* ;*^vK ^l^vK tf/K ^y/otVK ^ 
5vK tert-^/l^ if K :7^~/K h V ^vK %/ V ;vt£ g&m ^ bfiZ> 0 ^ 

&ifK */v^/K C x _ 6 T/u*c/u-%/ut$~/u r-fe^/K /nf 

20 A'tf=.A'l3i 4*k = h C x _ a T/i-=3r/^ (M;LfcE, 

^?vK tert-^/^ if ) „ d _ 6 (M^fcf, -T^f-A* 

ft if) ftifas/Ev^tt, «&S^imi&v^3^;|£^&;5 0 

25 y^PtVK ^?vK tert-^/^ if ) , :7*=/K C 7 _ x 0 T^3vw- (M 
p t°^"=/U^if) s 7*— yl^^r^yfr^Jiff^/K C 7 _ x o T.7/l^=3r/l-^-^ix- 
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Tb7tKn77=/K ^]}/^ifi>mv^hti^>„ nxbotiitim 

(0iJ;tkf s ^^vK tert-t/^I^&ifh C 7 _ x 0 T=7^)V (#ij;t 

5 ff, -o-^&^k c 6 _ j o ry-/u (M^«r, ^^=/k -^TvukifK 

fctbS^ IS, 3^fc> t 7x^/l/t K7^^ N-p< 

io mm** 9 * a a i) & if -c&a-r 5 ^fe ^ fc teig5nSJ&^/B v ^ b n s „ 

(II) &&mk&m (HI) Mt5riTO5 0 rttboS^^bT^, 

15 ffH^b^mMi 4, 15*, 1977^ (%mmm fc^fclfBtft© 

#»*§T?JBl^&*X5fl:'fr»«\ ±IBU7t3K3tife^#H!2 0 02-26545 
7 4^rPH 2002-212171 # % 4#HB 2 6 0 1 - 2 2 6 3 5 0 #M 
20 0 1- 1 9 9 9 7 1^ #M 200 O -198772 # % 2 0 0 0- 

20 80 0 8 6f, #M 2 00 0-3 4 2 6 6^ #PS¥ 09-323983 

#HS¥0 8 - 3 1 1 0 6 5#^^^flB^.<O-^^^3pDT05t^5r.i;dST?#5 o 

#3£9?<ZMb£-«^ nV7^aWv-3t^ 7^yv- (SEKMttftk 
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#*W©ffc-fr*ttra4fc5n* (#J> 3 H N 1 4 C. 3 5 S) ^T'^I^^^TVn 
10 *mW<Dfc&M<D 1 4 2 7 3g^#;»|Bfl*fliffsJBW^ 1 »C|B 

tmsrt tt. 1 4 2 7 3g&#ffifgB!*i{fMl!x #1:1 4 27 3 

15 & N gr^ft 1 4 2 7 3 $3$#:&ig9Blgi£!K 0* l<»1 4 2 7 3 fiSEfefftWH 
(1 4 2 7 3g*#7^=7 h) i: LTfiT?fc5„ 

20 JtJW**^*^ (ACTH) ^»w«js^ % *«*^*^»w«^^ ^ 

*rf^m^^K-i (glp-1) ^mih^ (^^L<?i N jjgMjia^ 
* hisxmwftm. mw&wmm^/^^ (acth) ftmnuwrn, j&s* 

25 ^*^#j&#WWfE/B* jJOu* K-l (GLP-i) 5Hfr0gakff£/g) 

u-^mmMs m&mmwm (#£u.<f*, mmmmx<Dmm^mmmm), 
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4 1/* v ^mm%m, xbuxmrnm, wm^mmm^/^^ (acth) 
ftmmmm, &n*^*>ftmmmffl, ^^^t^m^i- k- i (glp- 

5 mm), j^*v ^mfrnmnu * v uxmmm, mmfewmm*^^ (ac 
th) ^mnum, &&*/^^£mnum, ^/v* =r^-<^ k- i (g 
lp-1) frmfemm Kzt^xmmxhZo 

isxmufcmt£t*&^\,\ h u^mwMi tn^ m*.t£* h u*&mm, * 
io ^w^^^J^^^v^5o 

*mw<Dfc&w*<gmvTts:z>m.mn. m%mm -^v*, ?y k 

4 2 7 3§:^#:^tlPti^^WbTV>S<^l?^ 1 4 2 7 

15 <D^m - fsmmt i,xmmxhz> 0 

v ^nwimm^m, r^x ^^m^^ k- 1 (g l p - D.&mmwiem w 

1 (GLP-l) frWfem&mts:¥) ££<3V>T, #i|xJi N 

namitm, mmm.it, m^m, ^mmm, mmmmm, mm, mmm, ti^ 
mmm$ts &stm&. ^^yyrwv^ mmm^, mmmm, m&mm 
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1/ (cckk h y t*MJ — (g i pk #x hv>, 

JfjVjj =I^m^<y^- K— 1 (GLP-l). y-e h^^^v, f u >-^tti^ 
ffi (PTC A) &(D¥$mW, 'fr&SS, &&a£«<0jfcllM4'fr£jatx JfiLW^fb 

15 ?*mm,mikw&mzk,mtB:, &j%&mfcm, ^m, t a n g i e 

*»M©^«»*^-LT*5EIII«: % »JWA«*ll»*^*^ (A 
20 CTH) #SfcW«iftUB (£f£L<te N Bm£»Jf»J*tfVWlr>' (ACTH) ftW> 

muitm) ttiftem^x, acthmsi^ ^^^^^ 
mm, nm. mitm^ jmms> #jR&&jjrjii** 
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(0iix.fi. 5fcns#i^ g>mmmkm, mmmm 

W£^&t£*Jfiu SMi, JBEttP^W, fti^S (#JxJi, (&«• 

ACTH^M^a3£). &mm& mm-®, mm, &.m#k. 

Ii7W^-), 7t7>f7^-v'3^ (£?£L<f^ ACTHl 
M (USD «f^*53sit5«lS»^3R^-g-*n5„ SJIIBJiLfil^W:, Shy 

is^^jjestpfcov^tt, 199 9m^B^mmm^^hmr^^im 

20 ^12 6mg/dlK±, 7 5giR/K!>iM^ (7 5gOG 

tt) 2t%mm(&mfaMte&i-fzysuzi*-xmm) &2 oom g /d i^_t, 

fi&l$jfiL«Hif (^iJliLtfcfcM7 5^3-^iS) tf*2 O Omg/d 1 <2V^ 

(^HRjULjU^SS^S^a-^M) ^1 1 Omg/d l*i*fc(i7 5gl 
25 n/K^fM^i (7 5 gOGTT) 2 B^ffSJH (^fRjfe^^ *5tf- £ *VUa - 
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£7c x mmm^mmmmk^^xn. 199 7¥cada wmmfem^g) 

^i2 6mg/dlKK*fe5> ^o, 7 5 gSP^K^f 
5 ^2^^t = ^20 Omg/d l^Jhtr 

^^il2NF^it (^|R«^*5tt6^=r-^ma) ^I40mg/d 1 
10 «±2 0 Omg/d 1 mmZTFl-WMX-hZo £ bl^ADA©#Siatl(l 
?5lfi^jfiL$im (M«^4b^t5^3-^^) 3*1 i Omg/d 1K±1 
2 6mg/d l^MMlFG (Impaired Fasting Glucose) t P?-£„ 
— £\ WHO^^tiWl ilFG (Impaired Fasting Glucose) (Do 

15 ^I4 0mg/d l*iT*$)5til:I FG (Impaired Fasting Glycemia) 

I, mWti&gcffi, I F G (Impaired Fasting Glucose) «fc I F G (Impaired 
Fasting Glycemia) (D^ffi -mmmkVX hm^btlZ o is hfc, &$£W<Dfc 
20 -g-fcWu gE#SU »»#BM?ft> IFG (Impaired Fasting Glucose) *fcf* 
I FG (Impaired Fasting Glycemia.) b^^^^^jUgSrESlhi - -5 r i: t> 
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n&) m. mm, mm, nm^m i^^tsri^Tts. 

# t*»W©flfrfrlM i UTftO. O 1 4V>U«3 Oing/kg f£M N ^^L<fi 
mo. lfcV>L£j2 Omg/kg#:fi£ x JCfcltfS U < 1 3&V^ b^J 2 Omg/kg 

ft£o Ht-^t^c, mftnysmm's mstitm. m&n, -w$m, m.mn, 

*°y tf~/Ufc°ny K>\ f3# % -t?^:^ ^W/Pn-^, 
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10 tts 0 

^§M^Ji! itit ^jx-f^K^^ D-y/uifb— ^-fb-7-hy J\ > 

^^j^ttfi, MxtfMMi&s T^a^fcT^BK a - h37m-^ 
20 £>;ft3 0 

25 tftiE^j, mmu it^mmm. ftmmmn, ftmmmm. 

mm, Mi&#k n-mmmmm, ttmm. ummm. t^^sc. 
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mm. mm&m, mxk,t>*A,m. ^5^1, ^twp^-si, m>bm, tfr^s 
mm, itw&mm. itwumm. mm&mm. vrtsism. i??^^mm&, 

^!)yo75^yh*fciiR»fr (#J, ins-i$0, tenuis* V ^mm 

15 y^^) „ U ? V is (Reglixane) (JTT-50 l), ^^H^V 

(Netoglitazone) (MCC— 5 5 5), YM— 4 40, GI — 262570, KR 
P-297, FK-614, CS-011, (y E)-y -[[[4-[(5-;rf ^l-2-:7 ^ 

=yv-4-t^tyy/i/)^ b*->i7^~si']* h^rv-]^ ? si^f&^zff^wt 

W099/58510 \£fcm<Oft&m <M 7L fc£(E) -4- [4- (5-;* fvU-2-:7 ~/U-4- 
20 ^-iT-y U A-^ F^r^^V^t^W 5 /]-4-7*=/H&») % WO01/38325 
K'ft&nfc'&m^V-?]) ^if—/KTesaglitazar) (AZ-242) , 9 #^ ^ 
A (Ragaglitazar) (NN-622), BMS-298585, 0N0-5816, BM-13-1258, LM-4156, 
MBX-102 , LY-519818 „ MX-6054 „ LY-510929 , 7 Jf ]} $ y* 1/ 

(Balaglitazone) (NN-2344) , T-131 % fc \%%:<D^ THR-0921) , a -?;U=i%/ff— 
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?v ?n ^ h\ * try k*?k w^y ~>\ -t^y = k, 5^17 

= * b [01U GLP-U GLP-1MR #k NN-2211 N AC-2993 (exendin-4) N BIM-51077^ 
5 Aib(8,35)hGLP-l(7,37)NH 2N CJC-1131 ^Zf^^J/U^^^— t£ I VPS 
#j59 (M> NVP-DPP-2 7 8, PT-100. P 3 2/9 8, P93/01, 
NVP-DPP-728 % LAF237-, TS-021 ^) % 0 3 T ^ h CL-3 1 6 243, 

SR-5 8 6 1 1-A, UL-TG-3 0 7, AJ-9677, AZ4014 
o^h 7^ y >-T=*^^ h (0!L y ^ ^*fnvy*^7r 

9 mwftk y>v^—7s - 6-^77^ — ^^^i^) ^ 

SGLT (sodium-glucose cotransporter) PJ.$£lJ (0ik T-l 0 9 5f), 
HU-tKadr^ra^Kft Kd^ — ifPl^m (09x BVT-3498 T* 
^^^^•V^fc^^^Kj^, IKKPl^m (09. AS-2868 ^), Ix^^Jgfct 
15 t£3fc^|^ b^^^^S^^f^id^ (W001/25228, W003/42204|E^<^>fb-^ 

#K W098/4492U W098/45285 N W099/22735 IB^^-fb^^^) , jTVl^ 3r-?"— i=? 
JStttell (09. Ro-28-1675) m^m-f btLSo 

20 (SNK-8 6 0), ?t/V^^yK(ARI-5 0 9), CT— 11 

2 ^) „ «fc t5-t ©ifJUlSI (09 >NGF N NT — 3 „ BDNF N W001/14372 

IB it = — n Fo7>f y!4 • ftWfemffl (Mx. fi 4- (4-^ op7i^ 

-2- (2-^ ^-i— r ^/y^) -5- [3- (2-^ ^ ; ^ ^» ^ D tv^] ^- =sr 
•y-y-/^<!f) 30, ^n-r^^^— t?c (pkc) pawm (09, ly-3 3 

25 3 5 3 1^0, AGEP§.*^J (W, ALT- 9 4 5, l^v^^ b?7 h^f-. 
y,N-7xtj/;^7)/y 7A7p>K(ALT-7 6 6) > EXO-2 2 6, 
ALT-71U f 'y KJJ ^ (Pyridorin),' t°y K^r^^K ^^mm*^ (09 s 
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Eb^(BIM23190),T# h — ls-Xi/Jf-fjUU*?^ \s<-y-4 ?/#*t1r~- i?-l (ASK-l) 

(M> zf9^^^7^^ n/^^f-i/^ 7 h;w^^fy, 

^iJ'T l/>"^^#mPlMJ (0!k WO97/10224 teHBttOflS^v. 0fl£ffN — 
[[(3R, 5S)-l-(3-Ti? 2-v?^ f-AS?v kVl^)-7-^ P P-5-(2, 3-v?^ 

hdr^y^^— ^)-2-^"#y-l, 2,3,5-^- h7t Kn-4, l-^<i/y^-^f--^ t°>- 

t77*5;K f7 :/y^k T^^^^ix^ 11 ^^iJ (M> nf;^y, 
^7^^f-7l^^^ v-Ix^r-fe^/K ^"fxi-yrA**^^ ^/WlJvi^^ x/l^f-A- 
;\^<y- ;v * > , ZWdv?^^ i-[[2' -(2, 5-v> t K p -5-^3r y 
-4H-1,2, 4-^-df-^.v ? ry— ^-3-Y/V) If 7^^/W4-^y^]^ ^vU]-2-^ h^v" 
-lH-^VXV ^ * J*igfcm (Ms ^-^h" 

m&mmt l-ch, M;U£*mt«rai£ (Ms ^^y^^r^, 

■$•^7 ^ >\ K— /K 7i=;I/7°p/VwV7 5; >\ ^ n^yyi/^ 

; MCH (Ms SB-568849 ; SNAP-7941 ; W001/82925 3o J; 

W001/87834 ^SttSft-fr**) ; =a-o^7f KY^I (Ms CP-422935 
SO ; tf^kV^T K£##£r%JK (is SR-141716, SR-147778 ^) ;>/HJy 
}£#tli£ ; 11 0 - k K P i/* 7 o W Kf k Ko t?R&£F|g (Ms BVT-3498 
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m) mv^-mmm (Ms t/m^^yK atl-962^k 0 3 

Tdt-^Y (Ms CL-3 1 6 2 4 3, SR-5 8 6 1 1-A, UL-TG — 
3 0 7, AJ-9 6 7 7, AZ40 1 4 0 #h KttAfc«MH3H (Ms V 

yfy,CNTF(^Ift:#IitH^)f),3l/^ h^-^ T= f-^ MM. 
5 UyfMJT'K FPL-1 5 8 4 9^) N (Ms P-57 $s) $#3* 

fiJ^jWi: Ittt, M&fi^iJ-y^yfPgtt: (M> -fry ^vugW- b V t?&*fJr 
^n^s -fry f/^/i'i/^Aftyn ^ ^-T^K^M^J (Ms 

10 t Ko7/Mf7v ? K, ^y^;i/kKD^PDf7^K, <<^°7;vn? b\ 7$ 

h^s MJW^), £?&Jft3k&*l£$£f («, 7t^/7^ R^h ^ 

^n°$ k^k r^ir^ k n >ryy/nf h\ ^**yyife^ t°u#~b\ z?** 

15 ~ h\ 7nt* K^tfS^ff £>*L<5„ 

^^^JirbTfis M±tfT;u*;HkM (Ms t-/^n7^77n\ 
^7^77^ R^K f^Ht^^J (Ms * V M^i?- K 5-7;i/ta7 7 

StafitfctfAfcK (Ms ^-T h-^^v-^s 7KP7v^^), 
S*trt«Si (Ms y *^y\ Ifyf^y, ^dry w ^) x iyxzf??-^^ 

20 Jj/]stf77?>ls x ^ h^^^FJfe^pff bttSa fc»=a?t> 5 

ft«**JWi:Lttt % (Ms A7^^Wf 

yy^f^^s ^V^^h i^l^}feT?§&ti5t'f b*>f ^ (Ms 

25 ^y^-7iny, -Yy* — n^^r^ (I L) =n^-$lJ$frH^ ^ 

fe^no^^-flj^ia^ zcy^n^^^#) ftif&lgif e>tUs I L 
-1 N IL-2 N I L- 1 2ft^<D^>^>-n^3rV®3$03: LV\ 
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/I'V'^.A, £Ol^>^y ^-f b V V A (dalteparin sodium) & if) , 

(aragatroban) ft if ) „ lfM£^fi?3i (#1, ? P 3-?— fef (urokinase) N ^y^r±— 
if (tisokinase), T/l^:?':?— if (alteplase), *f- s r~7 s 7 — if (nateplase) , * 
l^Tzf=7— if (monteplase), a? $ *— t? (pamiteplase) & if) > JliL/h&ft& 
ffil^J^ (0tJ, tn fv^ticlopidine hydrochloride), v^n;**;/— 

(cilostazol), a MH^^/K -< 9 ~f n X b ± V V V A (beraprost 
sodium) , j&lfelM'tf JfU^—b (sarpogrelate hydrochloride) ft if) t£ if tfSifi 

#&#l£?&ffcfl| £ Ltd, m%-&T r % Y~ >V (alfacalcidol) , $ 
/IsiybV^-— A* (calcitriol), ^>Vjj (elcatonin), -yr>rUn>%/ h =. is 

(calcitonin salmon), x b )) & — )V (estriol), 'f/D 77#y 
(ipriflavone) N /< 5 Kn^ZtMJ^i^ (pamidronate di sodium) , 7l^y 
KP^tt h y £ AtK?P^ (alendronate sodium hydrate) , 4 Kn^iZ 
tf!) l^A (incadronate disodium) ^^^{ff,^§ o 

Kf^lsMk LTtt, M^Lfiftf^^Bl, If* 5 ^B12SStfSW btl5„ . 
tnBti*jWi: LTfij\ ^il^L^^^y^ (tacrine), K^^^/P (donepezil), 
y^^^-^5>- (rivastigmine), $7^$ % 1/ (galantamine) *§&m7btl 

mm - m^mmmmt vxa. ? h (navoxate 

hydrochloride), itgl;^ v^^n:/ (oxybutynin hydrochloride) , ^^T'n 
t°-^y^ (propiverihe hydrochloride) ^tfS^Jf btb5 0 

^^^) gsj&sagtf fc*LS. 
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7 (Cancer Research) , |4 9|, 5935~5939K, 1 9 8 9^), y°u 

5 ^^/^tynniJ'- (Journal of Clinical Oncology), 2t, 2 13~ 

2 2 51, 1 9 9 4f£], if77P^ K (#J, T^IM -fr^^K h ^ n 

^^K^#J, ff7tKo*yfify^l^| (zfcitmvvftifc-LfBi: 

• • dr^^f— (British Journal of Cancer), |§6 8^, 3 1 4~ 

io 3i8i, i 9 9 3^),M^y s i gf- i, h^^nmmm^mm-r 

SIK'$)5TNF-a, L I F, IL-6, tyn^^^yM^fS^ 

fc t *m w <Dit & m t mm -t z> - 1 -e t s . 

J&tfbPfi^lJ (#k ALT-711 ^), ftmn±i&mm(M, Y-128, VX853, 
prosaptide ^), $fc5o|g(#iJ, 7^7^, 7^ M)7°f ^ zf^ ^ 

15 ^), ^tTA/^Ay|g (M, F !J y^yl/ (Trileptal), y-y°y 

(Keppra), V'^Vy^' (Zonegran), 7*1'^^^!)^ (Pregabalin) , /n— 

(Harkoseride), #/WWif N (M, ^^rv-l/^^), 

7tf;i-n y ^^^y #v K(M,ABT-594),^v K-fe y y^fM^(i, 

abt-627) , ■=£- y r s ^m. V &&m.mm hy^- w , mm^mmm w, * 

20 /Ufc^K GABA^^gli^ (#ij, ^r>^-<^ MR #J) , 

Ms v-^^^^mtmm (flu r^;vy ^ ^ tzF^mwwt&mk 
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(2) &m<om^ mm. mm*?) i'Sct, ^^©^tfffltsi 

10 Mi kfa-tZ> 0 

( 2)*&w<Dit&m t mmmm t tomtit ^xnbtiz 2 ® 
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<Dmmi-m^t>ftTi>£\,^mm, mmitm. m&m, it&m. mmm, mm 
nuts, *&W(DW-mmz&rt z*mw<Dfc&m<D'£iim;i-z. wmnm&K. 

£L<?»0. 1 $^L5 Oli%, $ £>K:0£ L< nmo. 5^12 01 
tf*> iiS^J^:#:{-*f LTif§ 0 . 0 1 ftV^ L100 0* L < fi^l 0 . 

M-tz>*K mmmm£-mzttLxmite^i,9 9. 9911% 0*l<«^ 
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*mm<Dik&v>i&t£nffimmydte. w. dween) 

8 0 (T Y^^^vy-ftM, *ISK HCO 60 {ft%fr^Jj;i'Xm), tfD^ 
Wi/^yrn— /K */i/#^^^f/vt;vn-7, T/u^^mi- tF 

5 ^trv^ fc o n3i^-7- h y r>A^) N #v y/v-<— b 8 0. 

im\ (M> h y y # a n h-/K y/nf h-/K :/ 

mm («u t^^v&^k c^u mm*^ 

^ % ^fy tf=— /i^fc 0 oy Ky, t Kn^v'T'o^t^n-^^a XfiifiR 
20 £ij (M> *A:7, ^77!J^-7m^^ TKy ^^w^^y 3-/1- 6 0 
OOfti?) ft LTffijsg^U ^T'^MJ;?), ^O-^^^^i/, 

^J<k LTfS. M^fcf, t Kn^^/n fcVl^ fvl^/up — if;l/t/ka- 
v/ifl/y^ij3-;l/ N 5/^^-;/ gO, ^/un^y^ F6 8, t;WD-^ 
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y — i/u&m, K-fso faa^ cm> ^y ^--/HS ' (yj-t-Tj 

MxJi^tfA^ ±;uu—xffim&. ^^—^m&fc, T ? V ^M&&&ts: 

mm.^-( ^ ^i3zf^;vm^ &ft&*B<D&m, mx.ii tib [2] 
20 £lv\ »m«pja!#^ayw«si?*uv\ 
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&&m*<D*&w<Dik&w$ifz.nffimm®<Dmmteo . 5~50w/ v %j 
£L<te3~2o w / v %umxhz> 0 ■£tc$:&mmm.xn/&£x*-y- y ^ 

0 . 5 ~ 5 0 w/ v %. 0tt<«3~2O w/ v l£ tV\ 

sOn^o =f — „ rt^i (M> y * y ^ y — -mso N cm, 

fcVwy. x^r^ bV^)s P HH»J (0k Tklfctt^ b y 

ktfx*$z> 0 z ti h <Dmm\ «— m k m$m\ \zm mm v ^ e> & % m& xm.-& is ti 
&$$mz. pHiin^aia ^?H2~i 20* l< «pH2. 5~s. 
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SittJBTk^i&te. Wilfl0 0~12 1 °C<^^#T' 5 ~ 3 0 ^iSjffMSM 
[2] #^^JXfiii^ftM^J*3ctt>^0^ 

io i0i m&^Mvmni&^m&ifr&mmAm* uv\ 

^•7-^-0^1^ * ^ y b /r ^ s T)v-*>v* ? <? y h *j? y 

t ^ y y ^ * * y p< ^ ^ y /umr^jur ^ k*s^#> # y 

V ^m*?-^), 7$)) y u— K #v 3^7% h\ 7 % s 

r/u^y y w- h#s-a^ tfv M^^u^iTvt Ky kk ^y ^ 

20 v 1 ^^ y h&M&fc, k mottirJ K7^J/ hRS- 1 0 0, RL- 
100, RS-30D, RL-30D,. RL-PO, RS-PO (7 ? }) 

J»^;V&m&m, ^K7^yhNE-3 0D (^^7^ VA&tf'A' ' 7 
? V /Hfec^vi^rafl;) teWX-J V^^y hM ( n • — A • 7r-v|±) fe 
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©^tt^-e^^s^:^ < fc5SM4©*M»&Wi-«#y li\ 

5 0!l;fcfi£;& — tff-r— (Carbomer) 9 3 4P, 940, 94 1, 974 P, 980, 
1 3 4 2f % tfVU— (polycarbophil), ^A-V A/K ]} Jj—j$Z7 ^ 

)V (carcium polycarbophil) (liulBteV vf*l t> BF^yKJ) y ^l±M) , 
^17 104, 105, 304 (Vvf frfcft#*Md («c) ft) 4^ 

y &M*ftfc^©J»Sfc£«rWL-CV^t> <tV>#$|^, t Kn^^o \f)V^tv 

Mttll©M^J^*Jft57k^ttiJSO^f$(j:^ 3 0 L^J 9. 0 % 
(w/w) , 0* L < &m 3 5 Lift 8 0 % (w/w) , $ £> £ L < 4 0* 

v^t7 5% (w/w), Bm&?$y^-(D^m-£m3t£\,^m3o% (w/w), 0 

20 £L<teifc3fcv>Liftl 5%(w/w)T*fe5 0 4![|R?Wf±ii7Ktt'»«4r$ bJc^A/t? 
V>T t> «fc < ,*©»^ttlR^^fe^«i!a*ttte«©^*tt#5j 5 O % (w/w)^T^ 
# £ L < 5 4 0 % (w/w) , $ b L < 5 3 5 % (w/w) 1? 

fc3„ ^rT'Jh|B% (w/w) ttttKffltt*>&«iK (M, 7K, ^^y-/K 

25 Ifcifcttftjfflfi, SlTfcMTF-fZX. 5»c|5«i«r^tf««rM8U &WT?#e>;fc, 



WO 2005/051373 PCT/JP2004/017996 

128 

i. mmz^temvmUo 
5 m*m%Lxnmm<DW;&, t^w-^^m^ 0* u < nm 150^12, 

000/nn, £ b b < Mfo 5 0 0^L^Il,4 00MmT'fc5„ 

matm, m&nk mmm. mum, &&mm&m&^ a^WLmuaftttSc, 

«£» JB3tftife«: if K «fc 9 6 „ 

10 ^OH^ili. ^10.5 b^J 9 5 % (w/wK 0^ L < ttlfc 5 . 0 b 
&)8 0% (w/w), $ L< «^J3 0ftl^L$J7 0% (w/w) 

^l^^nSIK^i: LTit, #J*tf&«N — 

/Paff'frS'.?* f;l/t;kD- J* # /I'i' # .A(ECG505h ^ u^jj/V* u—^-f- hV & 
A(Ac-Di-Sol). SMRSbtfJJ \f~;v\£xi y uxtf\f Kv) % iSB^St 

20 Kn^^P \f)V*z)\>u— X (L-HPC) J&if^fflV^fctLS. k Kn^f-v 

ftiftfS/BV^frSo SMi L-CttJg^i6x =">*SK 7^r^ N 

25 ^&if<£>^JBV^;|l,5„ 
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5 ^Itf 1 0 0 m^U§ 1,5 0 0 M mT^S 1>© 

10 SXf4i7/^^^v-T7^=¥^SSrWi-6#^, £ L< (it Kn^/p 

ii^H^bli: tTfi^, n/^^ :7^r/i^ vWv^ 

M^*f«(3:*j-L-C^I 1 ftV^LItl 1 5%(w/w) > #£L<te^l^L$Jl 0% 
15 (w/w) „ $ h 3: b < f**& 2 Jfc bit! 8 % (w/w) T'fe 5 „ 

II. ^^M^J^J;6^ 
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9 0 % (w/w) „ m * b < 5 ft V^ 5 0 % (w/w) „ $ & KlfiPS L < F±$J 5 
ftV^L3 5% (w/w) T'fe-5 0 

M*it) tt. lftv^l O 0%©$5ffl-eM;£ii:5^i:tfST#. 0^b<ttl 
ftV>U$3 0%T»&5„ ^WliLTIi, 7k^*tt4fe®«r«*-r«t>©-C 

£<D&M7'A'fj J >\ Tirh^MJyK ^ n n afc/i^ ^ i/>-^ u ?4 Kft 

ft\m&fe4k<Dfcg>izMftm, ?^>m, y^^m, ^ru^^mftz 

v-^A. 7r7!Jyi*;^^ N ^ft if Sr»^»| £ IT, 

&mm m «t 5 asmt^ „ &si d t * ^ * ft if ^ ?$me&it #j *■ l x t> <t 

*L#k ^Jftif) T?*ott>J:v\ *»tt»Wai: LTBu gng^j> &#t#J 
ft if p ts^jtfsjB v> btiztf, ma lv\, 
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mmm^mj&m (sir, mmfflbm%rfz>z.kt$hz>) &-^A,wct> 
«tv\ m^hfrzm&nm, mmmmmt vxigmzfizmmxibtittmz- 

5 vj-x-vm, mms**-^^ Ktv^i/^A, $m 

%jv*/t?^ L-lsxTJ istuXfrmtT bti. R$.V<tezi — ^x#~-^&£ 

5~^J9 9. 4w/w% s 0tL<l^2O~i^9 8. 5 w/w%, & iblZ-iifg. 
10 b< f*^j3 0~^J9 7 w/w%T*fc5 0 

15 A (S^HI&iSk ECG- 5 0 5), ^nX^;Mo^t MJ H (#J;U;f. 

mtfc (m m. t*^/a>)* ^^Ky wz.t£> BASFm =*y 

(^nmmm, ^x^**-?), n^*^^?^ (mm m) m, pes) 

t t com *^sr#5 & £ t> ^st©!: 
^s^im 5o ztih(DffiMmte, -mxn-m&-k*m&&fritxi£. 

25 ^J3 0 w/w% N 0*L< te$jO. 5~^15w/w 0 /ofl)5 0 
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LTfi N W*Lt£, x/am, 77 tf T =f 

if)^ (Mx.fi, ^-/ws&m, ^v^f7. mit?-?^, 

20 m), ffimmMi&mFn- 5 s * ^ ^ ttaa) ^sr^-c^L-e^^ s 

5**¥ bffi Uit^^, ffiESbJiaf if J; 5 3&*fc-r 5 £ £ «fc D £ b 
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fetes 7k#fcte*K y ^fb&Jft WffiftoW ltv^ t> «fc v\ * fc, 

kp^^o tvi^^/nr/i-p— *k -£7^^ tm^^:^^ #y y 
25 (#u TKy y^ifex ^ y if^^r^a— *?y^^- 
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/nf /k M^s^ ^g*-*- h y T^^^tf^gi, ^y 

io se^ai, m&nu ittiim. mffiWftz<Dffi®w*m&^x*>&\<\ ±m&$r 

£»u ii^B&jhsi. &##k mmm, t*n^if©»^^ttt 

Yt£E<r>mfom^xm— (0*L< i±io~iooo^p 
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~^hv v?*T&f&mt-fr&fth&^A;x^&<D%miz bv^„ 

/h** btXfc*^ a (psyllium) S * if©»«H4S L < 

; h7^i ; ; J#y tf^/kfcTn V K^ft if^lfcatf JJ 

5= £ £>l-> -^^^ Y v — * N * N 

15 Viz h wno— ^j&ifotsjs ; ^ h y y^if©S^ii ; y 

h y mt-r v y ^A^fet^^-r^T^^^^A^if^iiTOS ; ^y 

20 h y s/ ^ J*^J&#Jte, ^(D 1 fll^ b < te-etL^-hS:, HtT^ObiiM, 

XttSTO* t^AtSr b&XZZo frfrZ-? h y rx^^^^Jfi, 

25 {t^ri-5i ir^x^So 
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T ^ K • x/<7-^ K*±£> F D & C y/l^— 2 -5§-& ktW- FD&CUyK40f 

5 &i;ic^u^7Vw<-j3j:tjJriji6>*ft^*fct)0^*ii«. fl^ftp 

S^HUSii^ 0 . 1-15 5 011%, #;£L<te^0. l~^]30m*% 
©*«W©fls^*fcliftiJI»m> ^1^60^, 0*L<{± 

±IB®^J<D^J^^*f-t-S^^-*tt, i^lO~D9 9lI% 0*L< 

©!4#J:£tete»i-S^ir*Wu mo. 0 1~|ll0lil £?£L<te#tl~ 
^)5«4%T*fe5o «3Rfc^©«^frfc:^5^WftWu mo. 1-U90 

tt-fz^mmnmo. 1^5011% 0tL<ii^io~^3oii%t' 

25 fcSoTK^-fctt^y -r — O»l3W^fr»C#i-«M*ta % J&0. 1-^)3 011%, 

#SL<«tm o~^j2 5«*%-efes„ &3£teffl©K^tefc*r*-*-&^r* 

o . i~i5io m*%, 0* l < f« 1 5 «%-*?*>«. ±mmnii-i 
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m&m, vvmu ^mm^if<omMm^^m^^m\.x^xh x 
*&w<D&mM<D&i§-mt*, *mm<Dik&®<Dnm, ^m, m 

5 ll)6 0kg) -AfcfdP. ii^ N ^W^{b^*3J:Wffi^i: LT, 
tl^tl lBi^O.Ol 10 0 Omg/k g> m * b < te>f§ 0.01 lOOmg 
/kg, J: L< te3$0. l~|llOOmg/kg, kVfrttmo. 1 

50mg/kg& % Jfe^T'^^I 1 . 5~i& 3 Omg/kg Sri 0 1 mfrb%X.m~ft 

-f" £ i&S <D &> 5 4§ ^ & 5 o 

tts'js ^fis «sttss. &-$-<Dmn, mm, mmmm^m, mm, mm, & 
t x.t^m a ^xm^imm i k gfcmhtc vmo. ooi~2ooo mg j 

*L<fcM$0. 01~500mg N £6>K:£F3:L< fi % 1)0. 1-1 O Omgg 
20 ii^4LT^)J:v>^ N W/HI&fcSr^S^Lfc&s *36W©-fb£'4fe&S-*U 

1 #~ 3B^, ^L<ttlO^~10 £*F*K iD^L<ttl5 #~ 
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o.ooi~2oomg/k g £i^ngMi-U$)i 5 ^m^Baik^mm^UM 

£frfc#38B§<0'fb'£-*> ^JO. 0 0 5 — 1 0 Omg/k g& 1 B*£ LTiPS 
5 #i~5 0 

*^-C*ffiV^MGS^®*tI^^^iei (£*T> 1 4 2 7 3S 

10 1 4 2 7 3§:^#:f3:> 0ilx.fi> fc h^nt^K)^ (Wil y K 9 y 

K ^**> *•?-=¥> :/;?> ky5?, »>->> IM^fcif) <Z> 5 *Wia (0!lx. 

fi> wm> ttitt^Draia, u«0*ibji&> # 
jsm> hi6^jnbj^> nii^> ^a&> mMi&> &&mm a^n7 7 - 

15 v 5 , B«> •r^^^JV^ry—mU, JMiM> #*$>> 0^^> 

0Btefc. ¥^)> ftfltinft. &#*»!&> itnm, 'W&mm, i&#s»ute> 
?uii^> ffFiWua t> l < ttwuf iHia> ^ftn^ti^mm^mmmm. &mf&h 
u < f±*s»iia3& if) ^jfiL^oM> *^tt**L6>ojwia^#«-t-s*>fe»5>« 
jut. igs> (M> flH3>> mmm, *mm&&, mm. mm. 

20 Hf£Tg&> nmrm. *Mfcw. mm, ^m, mm, mmm, mmm, 
mvtm, mm, mm, ^«s> ts*^ n > #ni> wai> ffFii> £5»ji&> ¥«> 
5 > #$t> i'jw> &jt> mm, m, mitm m, ±m, jm*. ^s> 
m«u #Bii> mrm, **»> ^msk^, m^m, m%, *nm> $m, im> 

^> #> B8«fi> #fe^^<k <, f3:S^-r§^S!eT*feoTt i J:<> £fc^f£g& 
i 1 > gB#I#-J§- : 3 £ fc f£K?U## : 8 T**? $ti57 5: y ^gfi^ij 
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tnnmzm-(DTK;mm&}bi,T^ m*.&. mm**-. i % mm**-. 

T5y^iB^j<Dtg^tt«^l^ttti-^T/U'=?yX^NCB I BLAST(N 
ational Center for Biotechnology In 
formation Basic Local Alignment Sea 
r c h Tool) £/Bv\ JB*T<^# (M^m= 10;^t y^^WT ; ^ 
15 h y ^* = B LO SUM6 2 ; 7 ^ V ^=OF F) fcTfr^S £ £: tf? 

20 (Dmmmm mo. oi-ioo«, ff*i<ttiso. 5~2o«, * 

25 2feK:t£oT$Jjrf-5r ^^-e^ 5o 

1 4 2 7 3^^ir a ) @2^i#^ : l , @2?IJ#-5§. : 3 
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i~3 0iig, i^fL<lii~ioigS, $bfc:0*L<tt#fi (1 

~5^)) <dt ^ / m&frikvtcT^ ymm&u M i> ib^j##: 

5 ^ (i~5^®)) 07^; y^s^BbrcT^ yg&E^k c) i> sa^J 

<#£u<«\ i~3oim i^tKiii-ioigg, 
tutted) *:tit> &m&&t>itit r % j mm &^m~r zm&ntzifhm^b 

10 tLZ> 0 

^mmm^m^x 1427 3^mmt, h v mm(omm^m<>x^ &m 
d^N^c (7^*©, &m&c&m {iJ^^-^jv^m xbz a m#m%> 

1 xmt>£tiz>T ^ ymmm&sm-rz 1427 s^ffc&tec&^i-s 1 4 

2 7 3&mm^ c^^^/u^^-^jum (-COOH), %/utf*ciyu— h (- 

15 COO"), T5: K (-CONH 2 ) t-lttt^X^Jl' (-COOR) (DffitlXho 

x-b£\<\ 

riT*x7T;K^it§Ri:LTIi, 09*.fcfx ^?vK n-/nt? 

20 /U. a-t7f/^if©C 6 _ 12 7!)^H, 0!l*.ff^ -O-i^/K ^ ou^)Vtl 
if©7x^;l/- C 1 _ 2 T/^^r/U'St> b< fit a — 7 ^vW* f/^if© a -^7 

u t vim £ tt « tvs o >r p< ^/i^s & if &m v > e, n 5 „ 

25 £r^L-CV^34§-a\ *;i/^^^/H^7 $ Kfc*7tfct^;*-rMt;£*LTV^ h 
(Oh 1 4 2 7 3g^#:^$ti§ 0 £©»<£©:*.x9S^i: btli, ^J^L^JifB 
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1 4 2 7 3f»A^tLm Mx.fi, 1 T'iH ;& £ *L 5 T 

5 smm&ifrbftz t 1427 3^ m^m* : 3T**^$tb5 

T 5 ymW.&}frZ>tj:%^$xm3feCD 1 4 2 7 3^W# (WO 2 0 0 2/6 7 8 

6 'Ammmy—?^*- X : ACCE S S I ON XP_0 6 1 2 0 8, 
XP_1 2 9 2 5 2), iB^IJS#: 8 T^^D £ fr3 T ^ / mmPlfr h fc5 7 >y h 

1 4 2 7 3^#&£ftfS;Bv^;ft.5 0 : 8f^$n57^y 

*E5!l^6)ft5 5s' h**©l 4 2 7 3^#:fcifr^&^6KT-&5 0 

1427 3^fr©^^yf k (mr> mm&^r h*tmm-tz>M& 

irbitt, -tlBLTcl 4 2 7 3^^^(Dgp^-r ^y^@a^JSr#-rs^< 
yf- b*X*fotlffl»Sth(Di>(DX*}h'oX-b£^&, Mx.t2, 1 4 2 7 3^01 

e®^^5*>, mmm^m^mmvx^^mix^^x, 14273^ 

^Wfcli, m^m-^r : 1. IE3W§- : 3 £ fc IB : SXttfrisn* 

T^/^@a3?iJSr^-r5 1 4 2 7 3 ^focoUft^yj- K LT(i, i^TKtt^ 

n y hffitiriz&^x&a&ftmm (Hydrophmc) &m xhztfrmz 

M^^^-^yf-YXh^o *7c, mfcfe (Hydrophobic) UiiL^—^K^ 
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T^y^ia^Jo^i^tt^^pttw-^T/^^yx^NCB 1 blaskn 

ational Center for Biotechnology In 
formation Basic Local Alignment Sea 
10 r c h Tool) &;BV\ £XT<Dgk{$ (^#^t= 1 0 ; ^^^frf ; *r 
b P ^ = BLOSUM6 2 ; 37^^* y y^=OFF) fcTfr^i-S " £ tf 5 

15 ifcfc, ^mm<Dm^^f- KW\ -hfBT^ y^iB^ifW 1 T§sfc«:2teeU: (0 
£b<te N i~l o^m^ *6>^»*b< (1~5<B)) ©7^^ 

^3fcU W5 /REWfcl SfcW:2flJBU: (0^L<«. 1-2 

20 b<tt, l^rofflgS, i^tt<ii^(i~5i), §&|3:0tL<{4 

*58W©*P^^KttC5l5«g^*/UJl?^V^S (-COOH); iojv 
^drv-W— h (-COO~K 75 K (-CONH 2 ) ^fcte^^xA- (-CO 

25 V/HE (^fctetf/l^^v-V- h) Irf LTV^Si^ *;l/#*^S^7 5 
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PCT/JP2004/017996 
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<5o 

£6>&^ ^WvUft^?- FKfc. -bSBUfc 1 4 2 7 3gffri:Pil^ 
14 2 7 S^Wifc^fcte^tDgR^:/^- Ktf>&£ LTW\ ^fcte^Sio 

ris^suv^ ^oinftit^ u-rte, M^we> (m^l«> mm. v>m. 
i/m. ^w^is. ^^^^ m^m. v ^=^m. Bm 

15 U &^fB*fci-« 1 4 2 7 3gtM3- Kt5DNA^ft5ff^ 
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- (2\ 4' -v>^ h*iy? KD^r^f;!/) / 3r V#J!§ N 4 

- (2', 4' f^7x^-Fmoc7^xf;v) 7 ^ / dp iX^I 

10 -5KItLttt, DCC, N, N' Vzfxi\?7Vj]7V7$i?s( %Y\ N-^c 

So ^fr&K:J:s^fbfcr±?Hr$fc»tt^ai («*.wr % HOBt, hoob 

N, N-^^^7P^/k^T^ K, N, N-v?^f^7th7? K, N-^^vW 

bfoz> 0 Ki&m& nm & mffi&M&Rfo £ fin s ^ h b v * 5 m 
25 B**e>aiM*i*n^ 2 o~5 ccottBBd^Ma^^tiSo ^-i* 
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CI— Br-Z, r^yf;^^i/*/H^=/V, HP7^t 

=/M?;*:7>f y ^^--f/K Fm o c ft if tf5/BV\b;ft5o 
^/^dr^lli, #J;tf£> TVU^r/Wc^TvWt; (0fl*.frf. y^/K 
10 ^/nfcT/K zfj-sv^ t-r/^/K v^n^^^/K S^p^^V/K ix^n^^ 

^•/k s^na-^^/K 2-ry^>-^/^ft^©ii:#M£ > ^•^t)U<«m^ 

f n^y©7 LTfi, fllfcf^ Bz 1, Cl 2 

-Bzl, 2-^hn^<Vv f /K Br-Z, t --ff-Asft: ¥ &m V^*L5 0 
25 t^^v?^(D-r 5^y-^©«lSi: LTtt, 0if>ttf> To s. 

is— 2 , 3, ^/^-/K DNP, ^y^t^i/^ 

5vK Bum x Boc > Trt N Fm o c ft £ftfSfljV> £>;ft£o 
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2, 4, 5-M)^nn7xy-;K 2, 4-^=hn7xy-/K ^77^ 
^VKT/ka — /K ^7-fP7i;-/K HONB, N-t Kn^^^V^ 
5 K> N-t h\ HOB t) tCD^^T/^ if tf*/BV^ t>tl 

^g^Bfc* mm) ^itxfi, mxl^ Pd-ifesvMiPd-Kt 

— iRtaft- 2 0 — 4 O^^M^T-fT^^ttS^^ ^S^^Tte. «;tf* % 

15 r^y— 7x/ — /K ^^-r=y— /k y uy— /k 

^f;^;U7^K 1, 4-y^>-^^^— /K 1, 2 -oi* A* 
y— LTffi^btlS 2, 4-^- hP7x=;H{ift7x/-/V 
20 /U*/Umi±±t&<D 1 , 2-3^^^^^^— /K 1, 4 -y^^i^^^— /k/«C<if 

o#^To^a^J:5^0^^}3:,.#7K^-7- h y 7A^I, #-T^^ 

25 ^biiUjg^b^ 5 0 • 

7 5/ i<Z)a-*/^^^;l/S^7^ KftttftSllfcf, 7^»^7 
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1 4 2 7 3S3£#©*P#-'<:7 P ^ K^fctt-fc^JftWu ifr^©^^" h~(D& 
J&}fe^t£oT, feSV^Ill 4 2 7 3^f#:>lria^/^- if T*iSJ$rr5 r 
ifc±oT»l3t-t-Sri:j6S-C#5 0 Ko^fei: UTtt, Milt 

20 a ) M. Bodanszky *3 j; t>* M. A. Ondetti x ^<y Pz f- K ^yt^ (Peptide 
Synthesis), Interscience Publishers, New York (1966^) 

b) Schroeder *5 £t>*Luebke N if ^<~ff- K(The Peptide), Academic Press, 
New York (1965 #) 

c) mmm&M, ^^F&mtDmmknMk, (1975 #o 

25 d)^&^PJ *5«tt^i#jm^^ £fc^2S*M»ffi 1> SSKO^IV, 205, 
(1977 ^) 
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R^nmm(ommm, mx.&. mmmm -mm- *7J*9wyy 
1427 3%:mfc&=>- v-rs^y*? i^t-k^ lt«, ±iaLfci 4 2 

7 3§:^#:3r=i— K"f 5 ifi2£E?a (DNAtfcfiRNA, L < fiDNA) 

LTIt 1 4 2 7 3^tM3- KtSDNA, mRNAtWRNAffc!) > 
10 l*|ffeoTt, -*|tfeotU^ —#gi<D4§-£f* % Z*|DNA, 
Z*iRNAlfc(iDNA:RNA©M^y y Kt? t> £v\ — 

1 4 2 7 3S^M^^ K-t-SaKU u$r<? K£r/Bv^T s 0!I;lfcfx 
15 &RB£¥JgTU r0fPCR^^<D^ffij 15(7) % 1997 |B«fe0^iSfe*fctt^rtt^2p 
Ctc^m^X tK 1 4 2 7 3 ^^OmRNA^^IfS r i § 0 

1 4 2 7 3^§#:S:3 - K.fSDNAi ITIi, J 1* DNA, ^/ADN 
A7^^7y-, JbiBLfcftBJfe • HiA^c DNA, JifB LfciHBJte • l&lfclij 
%<T> c DNA^-T ^7 U — „ -p'^DNAWV^'ftLt'&i <£ V\ 7^^7!)-|Cf 

20 f:£, /^rUt77^ 7°7^U\ =»^^h\ 77- v 5 ^ 

Kft^VvfavCfcoTfc J;V\, JilBLfclfflJ^ • 19 totalRNA* 

fcfimRNABl^&iiMLfctiO&JB^TilLgl Reverse Transcriptase 
Polymerase Chain Reaction (^Ts RT- P CRfeil&ttS) jCioTJfifil 

25 A^^^tt, 1 4 2 7 3§fM3-Kt5DNAt LTte N M^tf, |B#| 
#■§• : 2, EfllS-S-: 4*fcf±gB^J## : 9T*t^$Jl5lS@a^J^ft5 
DNA, ^/cfi@B^J#-^ : 2. @a?iJ#-*§- : 4 * fcttE?0#-i§- : 9T*^^^tL-5 
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mfrbftz 1427 3&®tebmmmzmw<Dfe& w. v #vKM^t£. 
-f^y^xt^5DNAi:tm ia#i##: 2. m&m^: 4* 

10 Ai£¥&m^bfrZ> 0 

m.mm^i<Dmmm-i, nm^nw-r^^v x^ncb i blast (Na 

tional Center for Biotechnology Inf 
ormation Basic Local Alignment Sear 

c h Tool) &m*<\ ^rco^ mm$:= io ; ^ yy&m-r ; 7^ 

15 ^ y ^ = ON ; v^f^nT = 1 ; 5 ^-^yf-^ = t T = - 3) fcXttW-'f 

X.fi N ^ev-dr^.^ ^ n —^-l/y (Molecular Cloning) 2nd (J. Sambrook et 

al. , Cold Spring Harbor Lab. Press, 1989) KHB*c<2^W£ if *-t£o Tfr& 

0 mM N L < f±*5 1 9 ~ 2 0 mMt\ 5 0 ~ 7 0 °C, 0* L < ft 

25 ^16 0~6 5 0 C^)^#^^i- 0 tfyi)AW|5)i9mMt*i&» 
6 5X><Dm&&&t>&ti LV\ 
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1 4 2 7 3^#&3- KfSDNAiltlj:, EM#-5§- : 2 T'^;b J£ 

1H^J#-^ : 3t^$tl57^ /^E#Jfr>k&5^!7;*J*l5fcl 4 2 7 3^ 
M=--Kt§DNAt LTtt, m&m-%- : 4 T^fc> SfrlSlftSEflia* £> * 6 
5 DNAft^fflV^tL^ 

m^m-^r : 8T*^$^57 5: yiftEMj6>6>)&S7 V htetel 4 2 7 3^ 
M=-Kt5DNAi: LTtt, E#l#-5§- : 9 T^t? £ tlZ&mmmfr h fc -5 
DNA&£faS/BV^tl5 0 

10 im<Dl&&'<-7'f> KSra— Kf**36E?ll (DNAlfcliRNA, 0*L<fi 
DNA) SrtWt5tO-t^^LffV^^i5'bOT^oT'{) < J;V\ £fc x 
DNA, ^ADNA7^^7!)^ ±|B UfcSMS • $k<D c D N A N _t 

%avtcimfa-m.B&M<D c dna7^^7 y — N -a^DNAm^*t-et>j;v^ 

15 ^ h\ 77' ^ K*ifV^*L*e*>oTt) <£V\ _LlELfc*ffl/& -HfJ: 

9mRNAK#&P$gU7c&<Z)&/BV^-CE^ Reverse Transcriptase 
Polymerase Chain Reaction (£J.T> RT-PCR^i: *C <fc oTif fl 

20 (1) MB^JS-^: 2, E^*l## : 4 * 7cteE?U#-§- : 9 T^t? £ ttS^SE^J 
Sr^i-SDNAC0g|J^i&SE^J«r^ri-5DNA N (2) E?U#-5§- : 2. 

E?ll## : 4*fcf4EM*# : 9 T**t> $ *L3ikSE?iJ <t * h V ^v 5 ^^ 
hJ&^T-C^-r^y^X-t-SiftSE^JSr^rU E?'J## : 1, E?lJ#-^ : 
3 £fcfiE3W§- : 8.T'^$tl57^/iia^f)^5 1 4 2 7 Z&Mfrk 
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tctem&m^r : 8 -vmt> $ tizmmmm km 8 5 %&±, m ^ l < nm 9 0 % 

5 A&iftfSfflV^*!,^,, 

mmmmfomm^n, mw\m\-ur^^ y xancb i blast (Na 

tional Center for Biotechnology Inf 
ormation Basic Local Alignment Sear 
c h Tool ) £r/BV\ £*T<^# 1 0 ; y^tTf" ; 

10 jV# ]) y^=ON ; vy^n7= 1 ; 5 ^.-^ 5/^^. = T = - 3) ^Tff^i~ 

w^y y^n— Bftik&cD^mtbz^te^tifcmczjym, w 

X.fcf N tU^c*.? — (Molecular Cloning) 2nd (J. Sambrook et 

al. , Cold Spring Harbor Lab. Press, 1989) \Z.^M<D^j^tj: E\Z.%^Xfr^. 

gM^fJJ^iyhWift til thy !?A||Ml 9-4 
0 mM, 03: L < te:^ 1 9 ~ 2 0 mMt, M.&&ffi 5 0-7 0U iff £ L < f± 
20 &J6 0-6 5TW£:ft&7jk't 0 t h y 1 9 mMT«^|5) 

1 4 2 7 3 fctt*©»^^ K CBAT> &$g#Jk: 1 4 2 7 3 

LTtt, 1 4 2 7 3S*#©»^ffiKBa?IJSrWi-«^fifeDNA^ , 7-<^--«rffi 
25 V>TPCR^JC«toTJiiHi-5^ */tttig^3&^^^— tCjfi^j&A/^DNA 
&1 4 2 7 3g^©- *P*>SV>tt^««Sr=i— KtSDNAijj-fcKtt^ 
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-i^t'tS. ^-f^V ?4 -fcf— v"3 >-<Dj?m^ *rU*x.7~- • ? 

xz—^Stf (Molecular Cloning) 2nd (J. Sambrook et al. , Cold Spring Harbor 
Lab. Press, 1989) fclfBttOlfrjfefc iffctSfeoTfT* 5 - £ £ o jfT 

5 &5^£as-c#5o 

DNA©iggIE?lJ<Df£&kfc N PCR^j3I©^s/ K Mu t a n™ 

-super Express Km (PX?;*^ sf) N M u t a n™-K 
*.7^t) ftif&MV^, ODA-LA PCRS.Gapped dupl 
e Kunke 1 ifefciTtf) g #^&<D:fr}£& £ V^ta- ; £;?^ fcSp CS^feJC 

10 t£oTfT& 5 - t^*e#<6. 

^ cr~Wfc£;ftfc 1 4 2 7 3 = — K~T Z> D N Att g «t 9 

i"5 iDNA^©5' *«MWt2i»SRIBM= K^i: UTOAT 

£fc3' Kyi LTOTAA, TGA^fcte 

15 TAG*tUTV>tt»J:v\ -ne>©»f?WM=« K^flHR^iha K^li, ig 
S^DNA7m-^^T#JPt5ri:t>T^5 0 

1 4 2 7 3gfMl^^ * — tts 0!J*.l^ (-f) 1 4 2 7 
KtSDNA^fe DNA®f^<£r§]i9 ttj (n)^D N AtlrtfSrig^ 

20 T't5„ 

^^^-i LTtt, *Mf&3l5<E>:/7;* 5: K (M. p B R 3 2 2 N p BR 3 
25,pUC12 N pUCl 3 K ttffft*©^^^ U'^pUBllO, 
p TP 5, pCl 94), m-mm^9 ^ ^ K (Mn P SH 1 9 N p SH 1 5), 

25 ^=¥*ai>^/^^^©l!i#»>^/^^if<?5f|fe N pAl-11, pXTl, p 
Rc/CMV N pRc/RSV, pcDNAl/Neo^Wv^tlS, 
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^m^Eh LXm^Zm&n, SRa/Pf-^- SV40/n^^- L 
TRyn^^, CMV/n^-^- H S V-TK^n^ — i£ifi^\f 

5 rttb©5*>, CMV/P*-^-, S R a^n^-^ — &^£/BV^<DtfS 
0£LV\, teaS^V*!; t: TJS^-CfeS^^f*. trp^n^E— „ la 
c ^o^ — ^ — s r e c A^n^e — N * P L ^n^E— „ 1 p p -fxi^ — 
?-t£t*&, fi^^f^^f-cfeSf^li, SPOiyn^- SP 

10 ^05^*-^% PGKyp^-, GAP^n^r— % ADHT'c 

s^*j-/k #y Af+*ni'^-*-/K iwv-*-, s v 4 o^^-y mr. 

h f r tmffiirz>m&&*>z>) mfc* h w^*- h cmtx) mm, t 
^t°^y ^wM&ttt' (&tf> Am P < kmnb~tzM&&hz>). 

WttJte^ (^T> Ne o r irB&^-rS^^feS, G4 1 8 Wtt) ^S^tf 
20 hth% 0 CHO (dhf rl $BJJS£r^T d h f r 3t<fc^£r51tR-^ — 

e«©NJg5|5«^#iDi-5 0 lif^ai^* J? t7lffife5l^ P h oA • 
25 i/Jf1-;vWMs Omp A • i^^^/kfa^J^ir^^ 5i 
a -T 5: if • IsF-r^WM, Vf^Visls • ^^A'gB^J&ifa^ 

M.F a • *y?-rsum&i. SUC 2 • iy ? *r ;vWMt£ 
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#5. 

i^>J: 5 ^LT«H$ttfc 1 4 2 7 3^»^- KtSDNA^tfS 

ra^fc Ltii, y tTJssm. ^^-/^^m®. mm, miki®^ 

^Zs^y t7ii<D|:#:Mi: LTte^v-ccy tT-a!) (Escherichia coli) 
K 1 2 • DH 1 {rfu-y^- • • if • ^v^a *T/U • 7*f?- • ^ 

10 • y-4=c"s%/4 X • • if • ai^^c— (Proc. Natl. Acad. Sci. US 

A), 6 0t, 1 6 0 (1 9 6 8)], JM10 3 [J* ^ U' y ^ ■ TV y X • V 
if — ^(Nucleic Acids Research), 9t, 3 0 9(1 9 8 1)], JA2 2 1 — 
"fvl' • •*l/^fa7 w - * /M^BS?- (Journal of Molecular Biology), 
12 0t, 517(1978)], HB101 [v 5 ^— ' fvl-- • • * 7— • 

15 /MtPv?-, 4 1|, 459(1969)], C600 Cv'^^^-T^^^ 
(Genetics), 3 9t, 4 4 0(1 9 5 4)] ft £f^/BV^;fa<5o 
/•S^vt^JSffii: LT»> 0i!x.kf> ✓■^/p;* -X^^/k^ (Bacillus subtilis) 
MI 1 1 4 [V— V, 2 4t, 2 5 5 (1 9 8 3)], 2 0 7-2 1 [V> — f"A^ • 
^-^ • /**f ^->Jr ^ h JJ — (Journal of Biochemistry), 95 #, 87(198 

20 4)] fciftf5JBv^*T,5o 

iSi LTfix ^llx.fix If y^OV-ft^ tl/t'y'x (Saccharomyces 
cerevisiae) AH 2 2, AH 2 2 R~, NA 8 7—1 1 A, DKD— 5D, 2 
0B— 1 2 X V/fy^P"^'ft7 (Schizosaccharorayces pombe) N 

CYC1913, NCYC 20 3 6, fc°3rT /^M)7 (Pichia pastoris) 

25 fciftfS/BV^tbSo ' 

S*$cte;NHJ3& (Spodoptera frugiperda cell ; S f £fflfl&K Trichoplusia ni © 
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$>m&&<DMG 1 Trichoplusia ni <D$V&&<D High Five™jS$Bj& N Mamestra 

brassicae fc&<D%®ffa$.tz.fe Estigmena acrea ft5fc<7}jftHfl&ft if tfSfflV* &*b3 0 
!^^/^^BmNPV©i^ SmMmtmm (Bombyx mori N ; BmNftlS) 
ftif^fflV^bftSo f gJBJfei; L-Cfi s ^Jx.{^ S f 9 jfM (ATCC CRL1711) N 
5 S f 2 lflBft (.^J^ Vaughn, J. L. G> N 1/ • l7 W ^ (In Vivo) ,13, 
213-217,(1977)) ft if flSfflV^ b *L5 0 

IAi LTtt, = Aft if asffiv^tLS Ciufflb. *>r^* — 

(Nature), 3 15|, 592(1985) ]„ 

»*MM&i: ttli, ^ij^f^ if/Hfc(BJ3&COS- 7, Ve r o, ^^-X 
10 vnA^^-^BSScHO (£AT> CHO$8fl&£B&fBh dhf r mfc+Xm^V << 
^XMX^-»CHO (£*T. CHO (dhf r") #fflJ!S t B&fB) N t <> 
*L$lfl£, -7-)^AtT-20 N 7r?^ ^xn- ^j&flflS. 7^hGH3, U 
FL^BIS^ £ hHEK2 9 3 ^j&ft <if £>;iX<5o 

15 if • -^^a-T-yU • 7^7^ - ■ i^-f a: ^S^f X • • if • jl— 

(Proc. Natl. Acad. Sci. USA), 6 2110(197 2 ) -^v 5 *-^ (Gene) , 

17t, 107 (1982) fc^teSE«<&:£ifcfc^oTfTfc 5 iimS. 

^/V • v^-^tV jy^* (Molecular & General Genetics), 1 6 8t, 11 

20 1(197 9)tex\zmm<D&mte'&<zxftti: ! ?z.b&-?%z> 0 

mm^m^-T & fc£ N #| £ tf N ^ y j, X- ^ ■ ^ W<< ^ cz (Methods 
in Enzymology) , 19 4f, 1 8 2— 1 8 7 (1 9 9 1), ^n^S?y^X- 
^ • if • "*-*>h?v!" 7*t5- • • f-fxy^X • if • n.— 

(Proc. Natl. Acad. Sci. USA), 7 5t, 1929(1978) ft if 
25 tCfB^O^fef^o-CfTft^r £tfSt?£5 0 

(Bio/Technology) , 6, 47-55 (1988) ft if fcfBfcO^ifelZltEo TfTft 5 - t ft 
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h=i-/U. 263-267(1995) OlffltkSSfT) , P n S?— (Virology) , 
5 2|, 456(197 3 ) KHaS^ifefcttoTfrft 5 £ £ 5„ 
5 ^©J; 5 Itx 1 4 2 7 3 ^^5r3— K-rSDNASr-g-^ri-S^^^ 

^§Sf?Pu Labels, 
LTtts Mx.tf, TV*- ^Aj£2S> fig^lS> n-^^^-^. y 

^^h^, i*)^*^ *&.m, /*i"(i/ammmti:}?<Dmmtiftt± 

^*s^y uTmm&mmir&y&omMb vxn, Mx.t£, * y 

^ /^£-£ifM9i#i|& [5 7— (Miller), ^^t^ • ^ • ^^7^y ^ y 
^ • -O 1 * * V" 3r a. 7 *- • v 5 ex. ^ ^ y ^ ^ (Journal of Experiments in 
Molecular Genetics), 4 3 1 — 4 3 3, Cold Spring Harbor Laboratory, New 
20 York 1 9 7 2] LV\ ^ rMi&Mfc: «fc V) Zfu*: — # — J: < 

^tf^v-^y tTJRSO^^, i#a«ii^l 5-4 3°CT«^J3~2 4 B# 

25 m^&^^xmmvWi^ mmnm^m 3 0 ~ 4 0 °c-e^ 6 ~ 2 4 utnafr 
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7ft— (Burkholder) S/M#ifi CBostian, K. L. ^o^^X- 
*zf • if • -T^b-Tjv • T#t^ — • ir^f • if-fic^^X • • if • a-— 
:x;*.rc— (Proc. Natl. Acad. Sci. USA), 7 7 4 5 0 5 (1 9 8 0)] -"^0. 
5%#if 5 SM&'Sft-fZ SD^i [Bitter, G. A. ^n^— S^^X • 
5 ^ • If • ^-^h^w • T^y s ^ — ■ • t^fxy^x • ^ • if • 

=^^=^— (Proc. Natl. Acad. Sci. USA), 8 1 5 3 3 0 (1 9 8 4)] & 

m-fbfoZo igi© p Hiii5i 5 ~ 8 tut 5 t uv\ mmnm^m2 

0~3 5^-0^2 4-7 2B#|WfTfcV\ iftSKUfifc CXji^^#^^Px.S 0 

10 Grace' s Insect Medium (Grace, T. C. C. , ^••Y— (Nature) , 195, 788(1962)) 
K^lMbLfc 1 0%!7^Jfe?i^^^»^ig^P^fc%0^^^^v^e>^5o 
#ttI<Z>-pHW:jKj6. 2-6. 4»Cil*i-*oaS#* UV\ it«f*iiS^2 7TC 

15 5-2 0%<Dm^lkm Sr^tfMEMJfifc l^x-is* (Science), 1 2 2f, 
501(1 952)), DMEMg%(^ n u (Virology), 8 3 9 6 (1 

9 5 9)), RPM I 1 6 4 0 %*& [ v 5 ^ -^/P • • if • T^U^y - ^7*^ 
• T y v'zc— 3 is (The Journal of the American Medical Association) 
19 9t, 519(1967)), 19 9 C/niX-^y^ • Hr^ • if • Vif 
20 ^ ^-r << • 7 * — • if * ^-Y t 3 iPXA* •* J f^Xls (Proceeding of the Society 
for the Biological Medicine), 7 3t, 1 (1950)) Jfc v^ bflZ> 0 

pH(j:|fl6~8T^5W$u\ Jg^fcfcii^ 3 0 — 4 Ott'lll 5-6 

WJb<£«fc 5l-LT N ^94S&fre>SP!J&rt x iKBM^/tttlnfi^l 4 2 7 3 
25 g£#&£|ift*Lfc3£ 
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1427 3&®&&mmm&hz^&i®m*ibmM-tz\z%kVTn,m%k&. 

<d%, mfoftWi^zm^x V 14273 &m&<Dmmmm&nzj3%zts:}£7!)m 
y hvx - 1 o o rM t£}£<Dmmt&&m$f&tix^xh£\<\ mmm^^i 4 

ZL<D&o\Z. LT#£>;ft/ci#«_Hf, £> SV^fittlH^^^^tta 1 4 2 7 3 

* y % y?^mmMmfet£}£(D3Lb ^x^mcom^mm-r^^m. 

Km&(Dmz. : mWk-fZ>Z.ktfX%Z> 0 

j&*3, 1427 3sift^, mmwi&tLteffi&mzm^ 

tf»< LT^-TS 1 4 2 7 3^#:Ofg^{i: N mWiLtcV tf^ h* t<Dlfe£-m 
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^"R-. 1 4 2 7 3S«fti*o4att 5 ^fv Kt?*5tl!i»*fctttoS 
k(Dl£'£-&$:mk£ J £Z><k&VB (BP^>> 1 4 2 7 3^ft^t5i©y ^ 
5 K. 1 4 2 7 3SM7^^^ 1 4 2 7 3 ^g#T h&^) 

1 4 2 7 3g»!J^^ K© lofc£m#5^;£fcf«<D:&-e&6„ aJ3£^£ 
LT(i, ;3" (oleic acid). /Ol^ h W J'Bfc (Pa 1 m i 

toleic ac i dj; — /Ugfe (linoleic acid), y — U 

10 / U^i (y - 1 i n o 1 e n i c a c i d ) . T 7 3r K^lfe ( a r a c h i 
donic acid). Kaf ^drf (docosahexaeno i 

c. acid, DHA) fc^asjHV^&Jh/. fc^'Ct^/l'S h W (Pal 
mitoleic acid). U 7 — (linoleic acid). 
y — V J Ts>Wt (y-linolenic acid) &£f#S£P3; 

15 JJgK^^mi: UTtt, SI (0>k ftMK ^TWSfcJteif) ^tt* (M. thU, 

_Lj£©«fc WWoft^littl 4 2 7 3S^f^»«tt«rWi-«©t?> 
20 1 4 2 7 3» (mm^.*7t«rtiat*l 4 2 7 3 gW{£&3§m tfcijia^ 
©3»Bia«liii^'&^*^tf) i. ^PjQ'fb^^f-Dy— b (surrogate) y 

1 4 2 7 3^mW-V #^K. T=t~X h^ftfiT^^ h^^^«t<^^ 

25 1 4 2 7 3S*flEJ) ^^K*3«tt^T^^^ Hi N 1 4 2 7 3^1^1 

ri 4 2 7 3§ti^r^=^hj £v^)„ 
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. mmmwLts&t lt«\ mz.t£, T7* p^mmm. r^f-jv^ y ^mm. 

5 ffiJf&l-r5£H4, I'JW^«*IJ#^/^V (ACTH) ^^JStt^if^^^fe 

map^ — h<dv ^mt&timsmb, mm&^mmfc^^ (acth) 

1 4 2 7 3^#7y^n-7 fte, 1 4 2 7 3 ^fr^l^S tfS, ^ 

%7fi'tfc&mT'&z> 0 ^mmm^^x ri 4 2 7 3^ry^ 

*fc, *mm<Dx? v --^mm&m^zz t ^<t^> jjgjK^ 1427 

15 3^#:i^^^jS:it3*-r5<b^> £ 7c J3£ i£ i: 1 4 2 7 Z^Pft<D 

(i) 1 4 2 7 3^i^M©IM^ii§t 
fc^£ (ii) 1 4 2 7 3^*i*^W«|J*3J;tmWt^^i)|li 

$-^fc«^i:©iti^srfT^5 ^t^mmt-i-^mmmt 1427 3^^^^ 

*3SW<DX? V — = >-^2fefc:ib^Tfcj:, (i) t: (ii) £>3§-a^:fc5tt£s M 

^M^«-t*<b itii, iirf, k^^hi, y ^mm. 

25 iSM^C a 2+ M, M^cAMP41 ^fflj^rt c GMP4^> -f/^h — >V 

})^mm±, msiiftii, ^^MfiH ma p — j£) <DV>m 
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^y^yyfitiMgtt, * M^wttigwu wmfrmmm*^*^ (act 

h) ftW$b®m&, f&&*^^ftm%ifflWitik, ?>v* =fyf</f K— l (G 

5 LP-l) frWi&mfemzlf&mfibtlZtK ^^ft)ttartCa 2+ M±# 

mmwi^ ^b^^iiim wm&.m®m&^^ (acth) ^mmm 
io t£ x ^*^/^>-^»0ijfstts *-*m**w- k— i (glp-1) ^ 

a) iilfc^KO{»^, 1 4 2 7 3 ^fr^ftl? £ 1tfziM<& t , M 

WL^tc*mw<D4k&m&£x$mm4k&m& 1427 
15 ^*5fts, mmiistc*mw<Dfc&w<D 1427 

u ttsi^i-sr tzmmt-tzmmmt 1427 s^w^^co^^^^^ 

b) ^ftLfc^^fl^i^ 1 4 2 7 3g^#:^#i-5^*^fi^ 
20 Srl 4 2 7 3 ^#£^^3 iJM £ 7c fi^ffl^<^H®^^^ £ -fr^^M 

J£U Jt^i-5c:^:^#m<bi-^JiiJi*^i: 1 4 2 7 3 k mt 

25 tnrH:iotttI±l^gUl 4 2 7 3 gL^m^M £ &fc.m& t , 
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■ttm&fr&i-fz^ mwtLrz.&mw<D4k&y>)<D 1 427 3 S:mm^n-t^^^& 
srsa^u itt&-rz>z.k%&m.h-rz>mffimk 14273 &mftk<Dm&&& 

d) 1427 z^tm-w^mt-r^^m ^mx<Dik<&mt£i£) 

5 & 1 4 2 7 3g^#&^iri-3#BJ& (M> CHOftja, A. t T-2 0$W&) ^ 
mm^^tc^t, 1 4 2 7 3^#:Sr^ttfb-t-5^^*5j;D«t^^b^^ 
1 4 2 7 3^^^^-r5^Bjia^^$*fc®-^^*5^S N 1 4 2 7 3^ 

10 £fe N joitJ? 

e) 1 4 2 7 3^MTObt5l^ ($1*^ ^^KcoYb£Wc£ if ) 

mufci 4 2 7 3 ^m^mm z -&tcm& t N 14273 s^^mb-rs 

15 £ (aot»I±OTUfc 1 4 2 7 3 ^SgflsKlg^ £ ~&frm&\C& z> , 
kl 4 2 7 3^^ < i!(^^^Sr^^-ti:§^#^fc^^(D^<Z)^iJ' 3J— ~ 

*mw(D*? v --^yxmzm^z 14273 £ Lt(4, _k 

lEbfc 1 4 2 7 3^#£^^5&0^fc;h4ffi;ft<2% <£»-T?fco-C*> 

1427 3&®&&&mi-zm%m&<Dm&<DMmmfr&frMx~&z> 0 ua> 
^htiz>h(Db L-cte, m&x.fc*m^T*m&m.£i£fz. t 1427 
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1 4 2 7 SStftSrJIiatSfctt, ±|30^^v^btt<53^>^ ^L&WCDU 

5 VvCt>.fcV\, 1 4 2 7 3$*#*a- K+«DNA»>T*«^»4fcJlWiaKU»A 

/^df-ou n \Z.M~^Z>%%&'fa$ i ffi (nuclear polyhedrosis virus ; 

NPV) ©^U^Ky^/P*-^^ SV4Oft*©y0*^-, V-hn 

10 ^^n*-^-, f/f h^^fD^/f/^^a*-^^ S R a^n^E— ft 

g#:4^<Z>#ife-T?fT5 r i:3&S"C#*. f&*.fi* Xm [Nambi, P. fc, if • it* -7 
-rtV • Jr~7 • *4 it xx VfUV • * * MJ — (J. Biol. Chem. ) , 267 19555 
-19559 H, 1992 m fcHB*W>;frifefcf£o Tff * 5 £ 4: tfST*£ 5„ 
15 Lfc^oT, #3§ID! y — ^^ifeteasV^ 1 4 2 7 3SfMt 

WTS^iDt LTfi, *nifr^©^fetw^oT»SKb7t 1 4 2 7 3S*# 
T^ottiv^t, 1 4 2 7 3^#£^-r5jSm£r/Bv^t> <£ < s *fcl 
4 2 7 3^mt5M©»^^tt)<J;v\ 

^H^©^^ ^--^^fe^^T, 1 4 2 7 3^*^ft5tt^ 
1 4 2 7 3ft*flc*^*i- UTfi, 1 4 2 7 3^**SLfc1& 

ataman i^a^ mm^mmt ttii, ttfi^ lAais, «j 

fl&m^^<^^tbS®^©ii:SrV>5o JflBj^OfiS#^^ l/tli, Potter- 



WO 2005/051373 PCT/JP2004/017996 

164 

y hny (Kinematica*±£!i) <7>J:5?&#, i^ilCiSi^ ^yXsls?"?^* 

'btucxzftm&k&iik^xm^btiZo 0»j*.ff. mmmwm&i&m (50 0 

5 ~3000rpm) Tffi^W (il3r,#U~10#) jfc*C>U _Hf £ £ b i«l 
m (15000~30000rpm) X'Mig 3 0 #~ 2 H#Rfli8£>U #e>tt5 

tfc»«rKiir^i:i-5. ttBtB^^fctt, ^mbfci 427 3 ^mwtmi^m^ 
1427 3g.m&&<£&-tz>mjfo j $>mm&* <oi 427 3^©tii, 1 

10 *BJjai!5fc<9 1 0 3 ~1 0 8 ^-efe§<D}6W* L< N 1 0 5 ~1 0 7 ^K*I)5© 

*&m<D{k&fab 1 4 2 7 3^#£©^t£&^te£^3te^&;** 
15 p —~^tf~tZ>±.U<D a ) ~c) SrHJg-f-^fc^^f*, #|x.fi£, 1^*14 2 

1 4 2 7 3$«#B^t LTte, ^M<^ 1 4 2 7 3 3:Sffcffi#2»> 

^r^ii^^o^tt^wi-smmxiMi 427 3S*(#cBr^-*ifasa* uv\, r 

20 Sr^-To 

*.ff [ 3 Hh [ 125 I], C 14 C], C 35 S] ^ifT^IH$tt/c:^KOfb^^ 

25 jiffciftMte, *mm<Dfc&mk 1427 3S*frt©is^ttSr^E:$**^ 

^4&<0** y-^^fcfffcSfcte, 1 4 2 7 3^#fc-Mri-«»IIS£ 
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v) i 4 2 7 3%imW-m&*mWrtZ>o ^y7 7-fcli, pH4~io (M£b 
<ftpH6~8) ©yyi/<^7 7- h y ^-181^5/77- **TG>* ^ 
W<Dft,&<®ik 1 4 2 7 3^#:i:^^t^l®.Wb^v^^5/7T-■r^n^^V^•r 
^tt)J:V\ £fc, CHAPS, Twee 

5 n-8 0™ (II-Tl>7^)v y^^-drixa h ft: £?(£>#M 

-fp^y-ff^ K<£>^$?£r$flx.<5 I^T'PMS F, n-T^^^, E— 6 4 

#5, 0. 0 1~1 Om 1 (Dm^^^^—^m^, (5000—5000 
10 0 0 c pm) ^f^Lrc^^iKO'fb-^^^r^nb, IHCl 0" 4 M-1 O" 10 
MtDf^fc^Sr &&m&)Mi'£-m. (N SB) ^r^PSrt^^^pJ 

~3mmft? 0 #7*>$i^^Tirau ig*<Di^^vy7 -est 

0 ) ^k^Mtfj^S (N SB) £f§^7<:#!7i/ h (B 0 -NSB) & 1 0 0% 
<t LfclSN #^5^* (B-NSB) tfS, Mtlf, 5 0%^Tfc& 3f»ffc 

20 *mw<D<k'&®b 1427 z^mteh(Dife&&*m\LZ^%\kitm*^? 

})^-~>'y-tZ > ±m<Dd) ~e) ©^^Hm-r^fc«){3:(i, 09*^ 14 2 
JM£#)K:«:, £i\ 1 4 2 7 3gf flJ^rtf tSilJiS&^f !)x^7°^- 

s v ^ wean us k m& & ^ $ ft v ^ m m ft * > y r - ^ u , f*iHbi^ * ^ & ^ 
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(0H*.wr % Ca 2 \ cAMP N T^K^&i?) <D3if8.1)K mm&*S& 

i-^^mmm\-^^x^mmm^m^ti. m^mmm^mr^mmm^mMv 

5 7*^35 ^te¥xmf&<D&mttm£m*M*&^x&^tcffim\ztt^zm 

mi&mmt£&&fflfevxx? v — ~^y&ftt£5\zn. it^&i 4273^ 
&&&mm.isti$®ti&&!&^xfoz> 0 1427 3^^mm.\^tcmmt uth:, 
^m<^i 427 3S*frSr^ri-s3Beja«, -tiB^mm^M^i 427 3St 

fifcfl^to, «l»W^ ««>ttjffi?fc, SMW^ttiffifccfc^a*^ 

m.. hz^femmm wz.t£, mm. *em, ywx-^m* y^/^m. -^w 
20 ^m, *^?m, s^m. ^^bk y^^> mm, g&mm. 

v tf^vffi&tffry hotiti^t, ^yhtWs' he 5 «t 

5fcKfr$ft7Ufr£4&tfS#£ KffiV^JlS, 1 4 2 7 3 ^<j§tft<£> O 
JigJK^i: 1 4 2 7 3SS<*:i©jlS«a'ttSr^fe:$*SYk:^36Sr=^^^ hfrT 



WO 2005/051373 PCT/JP2004/017996 

167 

i/?dt-x h-ffcSrfNi, -kfBLfc 1 4 2 7 3 ^fl^MI" 3 7 h©^ 
JJiflfcH^ 1 4 2 7 3&®ftk<Dl£&&&mk£&Zik&m&itnz:<Dm.(D^ 

? y-~^Jfm*V bte. 1 4 2 7 3^ 1 4 2 7 3^Mttt5i^l 

5 us, 427 3&®ft&^mi-zmm<Dmmfr&^-tz*><Di£xx-&> 
a. 

10 Hanks' Balanced Salt Solution (3^ = f±§<[) 0 . 0 5 %<D V iXlfiL?*^* 

b) 1 4 2 7 3£$(MKA 
15 1 4 2 7 3gW#&3S§m£i±-fcCHO$BJ3££r x 1 hC5 X 1 0 5 

«/^T?jWlft U 3 7°C, 5%C0 2N 9 5%a i r T'2 0^i#lLfcfc© o 
c) 

mis^ c 3 h], c l25 n, c i4 c], c 35 s] 4^iitLfc*»wofls^ft 

20 $t^T 1 At M»E*JRi-*. 

d) *3BM©^»©«SPtt 

2. mmm 

25 a) 1 2 ^llMtl^l/- h (31TJ#* Lfc 1 4 2 7 3gf fr|g^CHO» 

m^mmmm 1 m 1 -e 2 ufc^. 490^1 ©aa^«wiK^45- 
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b) i o~ 3 ~i o- io M(Dmmt&w®Wi&5 n itox.ti^ mm \^tc^m 

<o 

5 c) 50£i££i&*u im i <Dm^mmmmx-3m^-r^ 0 nMicfa&i. 

tz.mW.Vtf^ K«r 0. 2N N a OH- 1 0 /oSDSTflfU4m 1 <OW.^^ 

f-l km&~tz>o 

d) ttflci/^V— i ^ 3 (^y^-r^tfciS) Sr/BV^Jfcl*fiH4 

SrSJJtU Percent Maximum Binding (PMB) ^O^T'^*5 0 
10 PMB= C(B-NSB) / (B 0 -NSB)] XlOO 

PMB : Percent Maximum Binding 
B : &fc%1iax.tim<Dm 

N S B : Non-specific Binding (^WSft*^*) 

b o : 

^^m^tc^omn, mmmt 1427 sBtm^ttom^m^^tts^t^ 

2 7 3S«*K»t«7^h), (n) g^J»J$?gt£&W LfcWb£*«l* 
20 Ttfi^rom (V>^^5> 1 4 2 7 3gtmt5ry:?^b), (^)flt 
J3fi^£ 1 4 2 7 3^#:^©^^Srii3Sii-5'fb^*fc«^<^ig > 
(=) mffimt 1 4 2 7 3^fri:©lif^«r«^$*S^itfe*^:«^:©ig 
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mmm*?) tek°k<Dmsm^bti, t vfrv^m^mm^ztizmmnm. 
^0*Lv^ o rci^tuit mz.t£, mmm mm. v^m, 

1 4 2 7 3Sfftt*ft5r^ Mi, 1 4 2 7 3$gfr|^t5 y 

1 4 2 7 3^frW5 7y^^7 Ml, 1 4 2 7 3 SSWc V 

^a^tt *wwi- s fc * <D&£.x{&m®i temmk^xmmxhZo 

mmrnt 1427 as^i^fe^sr^-t-sfb^sfctt^:©^^ 1 
427 3&&mztt+*v #^\*^tozmmm&m+z>&mm&&m&i'r&z. 
k&x&z<DX\ mffim&m^z£mt£mzj&zx&i£x&m&ti:mmk it 

m&mt 1427 3S*frt©3»^*«^**5fls-fr**fcwt*©iicf±, 

1 4 2 7 3 y Kt?*>5/!&JWlfe^^ri-5^afiH4Sr«^$-fr 

/BV^#b*L£ (i) 1 4 2 7 3^|^f57^-7 h t/cfi (ii) JJtJK 
^ 1 4 2 7 3^^<t^^^^i#^i-5^#*fcf«^mfi, iiff, 
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cth) ftwmwm, &M*/i'*^frwmw%k =f k- i (g 
l p - 1 ) ftmmwm u < BhJK^b^^^ e> b y v ± p 

mwm, wmsiwmmft^^ (a cth) &mn$m, 

5 ffiftU ^tf^^-v/^K-l (GLP-l) 5Hfcteift»l) i LXf fflt'fc 

<5o 

( i ) 1 4 2 7 3S«*ft5T^^ Mfcfcte (ii) /tflfc^i: 1 
4 2 7 3^##:^0^^^1i^S^^*7t«^<7?iStt^J^^*ifm^> 
io Mlf^Ws trY—i/*^ 7i/K-i/^, $fm^#&l5t$> *SWSIH£. 

ifi5JmiM> IbflRfiSft, mmmm. mtR&. T 

mm), m mx-t*. Ei*s»*, <ejfiL»&, -o-xy 

15 yrwv^-, /Bircstiu i&i&*f& m&mmw. M-o^v^m. 

ffi, HFFA^ ffifttfltlfi^ /hjkjjff. mm^atBisi*, 

^2£> Ji§W*/^^ 3 b^r = ^ (CCKh bPy^^^t 

f f. y ^-^^ K (G I P), tf* b V >\ ^/V^^^m^f - K— 1 (GL P 

25 #f)tl5 (i) 1 4 2 7 3^fft:^^t57^^ h^fcte (ii) 1 
4 2 7 3S*#t©^**»t5^**fcli*o*tt < 09*Lff, ttllRSI 
ft, »JJRfl!ft*t^ja*5J:tJ«*nb©3WE*ffi [0¥*.ff, p — AttlbjIIR«!!ft£. 
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mhwm&m (ptca) '&<onwfe. fofammi m>i>mm<Dm.ih&foMB, 
fate?), 9?*&ms mitwmm^ mm, &m&mtm, ^m, t a n g i 
mbm^B (chd), m&ihtem, mmttmm%m&£u*:(DMmmtj:¥<D 

-C#fetlS (i) 1 4 2 7 3g*#K»t57rf=^ h*fcfi (ii) jJtJtfig£ £ 
10 1 4 2 7 3g*fr^O|$^Srli9^«^*b**:W:-€rO*r±, 9]»2fc»JM* 
*/We:/ (ACTH) ftWyHMMb^X, Mz.t£, ACTH141I, 9y*S 

mm, &ikm, xmmi%, wmm&mm^, &%m, mmm, mnm, ttti 

15 WMfciffl^ »#PtS (0!k 5oa ffiiBt. «5tj{£T, 

§ (i) 1 4 2 7 3f^^t5 7y^=?=^ fell (ii) IMt 1 4 

y V&ftMfiftk * h V^flflsak fflW&JtJW**^*^ (ACTH) 
#*&P#&U $ft*/^^#»gf5£lk ^/^=fV^^K-l (GLP- 
1) 5H&Pfi£iJ (0^b<tt. ^MJ3a^b^^yirn-yP^{Eii^J N ifo.* 

25 jgjK^^ii^j, ^y^yymm *y\s*mm 

m, mifAwmm^j^^ (acth) ^.^^^mi&mm, 

^^yf^f K-i (glp-1) #»U§iJ#J) iltfitfcs. 
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nbfrZ> (i) 1 4 2 7 3S*»K:»t5T^^^ Mfctt (ii) MMM 
H 4 2 7 aS^fti©^*^**^^***:^®!^ 

mm. Tmrnmrnm ^x.^ rm^mmmmi&rm, rm^m^Am, m 

mm, ftiffiU^m, tv^yfm, iSS^n^^ifiL^ ttfJ^^^^^^H 
^y^yyr wi^-> fliJK>#*£. flMJ35#^, -SttfgifcK, U vifajg, 

jg£ffi % (flk b^r-^ (CCK) S b V y 

(glp — ik h^^^-^. -tf^yv ywcm^y?- h\ -t? u^y, *v 

15 ^w:^ #9-1/, ^a-P^fKY, xy^7r!J yg, KYY 
&£f) ^gm^m^ifo^S (#£> £9;btt 

20 nhtlZ (i) 1 4 2 7 3^#:^^i-5T^^=?=^ b*fc(i (ii) ASlffiSI 
H 4 2 7 3 oi^A«r^**«flS^** fctt*0*tt. Mi^ 

mit&s jfcffimmmMm. ^Mm^m^M^MWimmmm, 
&Bt#jj&8bmi&&ii6 (ptc a) mvnmw, >bmm.M, &&m#<D&fa&fo 
25 mm, shw^mmz-stemmmm, iwti, eras; jb&& 

MWjfiL^^), MWtt^s WfiU Tan 
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wr, mmmmm (chdk mmsk^tn. mm^m^^a^^mmm^ 

xnhtlZ (i) 1 4 2 7 3gtftl^t57y^^=^ b^fcft (ii) fl&JK 
BJW&KJW**^*^ (ACTH) 5H&{SiS#Ji: UT, ffl*.ff % *££i£L^m 

10 x.f£, m^tt^cM^^ mtt5o*ra*itf:ffNfc % *H£JFN^ #t£JFFIfc> JfrflSSSh 

HWttifc. &&®mfcm, *.mmm*&. 

15 thii«), ^it^a m*-t£s mmm, mm, &m&, ftwmm. td». 
vxmmxfo&o 

20 #3893©;** y -^^^jfe^fcf*^^ y —-^-ym^y v^m^xnhfi 
s \\L&m ^Tctt^e <7}j&te N tufa u ytwffl t m^-a- x /b v > s r. £ a* -e # 

^xnbn^it^m^tci^fom^^mmmm^^mnm^ti-r, r. 
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fcftot^tSit^-et^, gtltffi©7k^i: LTfi, &Jg£ifi[ 
, Mi^ r^a- ^ (M> oc^y-^) N #U7^3-;v (#1, ^Ptfvy^iJ 
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b8 0™ % HCO-5 0) &^£#/BbTt>«kV\ ) SH&iRi: LTH\ Mx.t£, 

/i/r^a- /vjfcif uTt «tv\ 
5 *fc, _biBBi3if±. #jxj*. mmm wz.t£. v^mmmmm. mm-thv 

SLSbft (Mx.fi, 7 y K ?f"3^ 79* * = N -Y^. 

0flx.fi, 1 4 2 7 3^^Mt57^^ h^&J^ftfi, S-5ott*U 

15 xji, (M6 Okgi: LT) fc*5V^TW:, — 13 f£o#$j 0 . 1 — 1 

OOmg, »*U<r±*5l. 0 — 5 0mg. L< ttlfil. 0-2 Om 

*f^&# (M6 Okgi LT) fc&v^Tfi, — B^o^^jo. o l — 3 o 

20 ngUl[> ffSKttifiO. l~20mgil, i^JKtt^O. 1 — 1 
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mmm 

tt, JlX^fi mol/mol%$r. ^ T^V^n3^$y3&^%<£N 



10 


s : 


%/l/-t?\/yY (singlet) 




d : 


^I/y h (doublet) 




t : 


h V ZfUy b (triplet) 




q : 


r^T/I'irs'b (quartet) 




m : 


~<? iVf-"? y J> (multiplet) 


15 


br : 


-fvi—Y (broad) 




J : 


y y i/^AE:^C (coupling constant) 




Hz : 


-^/wy (Hertz) 




CDCI3 


: n ptJvp-A 




DMS0-d 6 




20 


1 h NMR 





IUPAC— IUB Commission on Biochemical Nomenclature M <fc <5B§^-&> 

25 -t-^<Di:-t-5 0 

DNA : x^^rv'y 

cDNA :mffiW)7**3ri/Vtfmm 
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A : 

T : ^ > 

G : ^'T^V 

C : i/ h^y^ 

U : >)7^ 

rna : v tfrnm 

d A T P : W^rT^VyHJyR 
dTTP ' :ft^f 5i?yE!)^i 

dGTP :7t^Ty^y£!I^ 

dCTP :7*t=5r^f^yHyyi 

atp :7fy^yHyyi 

EDTA : ^^-l/^T^ ^Egt^ 

S D S : Kt* BUSIER?- b V V J* 

G 1 y : i^y W 

Ala : 77=^ 

V a 1 : ^ y >- 

Leu : 

lie : y n^f 

S e r : t!Jy 

T h r : * Is^T—ls 

C y s : f ^ 

Met : * 

G 1 u : fAs* 5 

Asp ;7^9^Vi 

L y s : y v^>- 

Aig : T/l"¥~ ^ 



WO 2005/051373 



PCT/JP2004/017996 



178 





JTT 1 o 


• Y X =f- V 




r 11 c 


• ~7 -r ;I/T ^7 — 1/ 

• / J- * — / r / / * — - 




i y r 






l r p 




c 
o 


D r a 

Jr r o 


• -/ M V ^ 




A s n 


♦ / ' ^ / 




b i n 






P u 1 U 












TV /T _ 

ivi e 






E t 


: oc^vi^ 




B u 


: ^fvl'iE 




P h 


: 7x^1 




TC 


:f7>^yi?y-4 (R) -*;i/#*t$KS 


1 £ 
ID 












T o s 


: p - h/v^o-^yu^^-— /l^ 




CHO 






B z 1 




on 


Cl 2 B z 1 


: 2, 




Bom 






Z 


: ^y^t^rv^^^^^^ 




C 1 -z 


: 2 — ^ n u^^Z?;Vjr*ci/$i 




B r -Z 




25 


B o c 






DNP 






T r t 
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Bum 
F m o c 
HOB t 
HOOB t 



HONB 
DCC 
DMF 
THF 



1 - t Kndr^^X h y 

3,4-^t Kn-3-t Kn^v--4-^-dry- 
1, 2, 3-^hJJ7i?y 
: 1-fc Kn3f-^-5-//MOM<^-2, 3-S?;fr/M?d|f- W 5: K 

: N,N-^f;l/^7> K 
:fh7tKP77V 

ia?u#-5§- : 1 
t b i 4 2 7 3 gt^or ^ y ise^ij^^t,, 

E^l**": 2 

t 1 4 2 7 3gtftlr3- K-f 5 c DN A©*ftaEBfllfc?j*i- 0 

15 |B?IJ#-^ : 3 

4 2 7 3S^#:©T5y»iB^l^i- 0 

: 4 

1 4 2 7 3 ^#£=3 — K^S c D N A OittlB^J&TjH-,, 

@S?U#-5§- : 5 

20 0mm a 3 fcjarta p c rsjs&^ ©jME^isr^-t-,, 

E3&J## : 6 
lB*!l#-g- : 7 

#%MA 3 jC43tt5 P C RKJST^JB Lfcy°n-^(D^SiS^J^^i- 0 
25 @fi?IJ#-J§- : 8 

7 :x h&Ml 4 2 7 3^W«s:^T^ 7^@S^ISr^i- 0 
IB?!I## : 9 
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9v 427 3^=^3^ k-ts c d n A(om.&mm^ir 0 
ib#i#-§- : 1 0 

&%MA 4 %> p c RRJStfffl ^Iffyj ^-o^SBB>?!l$r^i- 0 

saw* : 1 1 

5 ##«SJ A 4 Cfc it 5 P C RS^T'tffi bfc7°7 ^-<Oi£Sffi?U3r7jH- 0 
@B#j#-5§- : 1 2 

##0ijA 4 {CSS ft 3 PCR^ffi Lfc^n— ^<7)^@a^Jtr^-t- 0 
ia?l]#-5§- : 1 3 

##01JA 5 K^sttS P C RSJST'fffl bfc ^7^-^-1 tf>*»IE?U£:^H- 0 
10 la^JS-^- : 1 4 

#%#IA 5 $stf 3 p c RR^tfffl Lfc^-f 2 (^^sia^J^^i-o 

IB?IJ#^ : 1 5 
ffi^J*-^- : 1 6 

15 ###)A 9{C*5tt£ PCR^T^^bfc^^-r^-^^ia^JSr^-t-o 
@2^IJ#-^- : 1 7 

###JA 9 *c:£5tt5 P C R^ttl Lfc^n — :/tf>i£SIB#l£;^-ro 
laWf : 1 8 

##MA 9 P C R^JfcTHM U^c^^-r ^-©it£ia^J?r^i- 0 

20 m&m-% : 1 9 

###JA 9 fc&tfS P C R^J&T^B Lfc^-f -^-Oi&^iB^J£;^i- 0 
!E^J#-§- : 2 0 

^X&tf>##MA 5 T?mhtltcMmfc&:&E scherichia coli 
25 JM109/pTAr a t 14273^2003^4^18 B^e.filo< 

ttmrn hi i i cp&m 6 (gsig#-5§- 305-8566) ^^m^A 
mmmmm^-m^m mw±m^te±^^-\z:mtem^FERM bp- 8 3 
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6 1 t L-C^f££*l,-CV^o 

##0ija i t h&xTF^tx 1427 sst&fcoft&^f *—<omi& 

02002/678 6 8 jo«t7j«WO 2000/00611 tCfe^OlB^J^^o 
5 TPCR^V^MTC/^ (^ni/xiy^) J^b^n — ^U #£>;ftfcD 
NASfit^pAKKO- 1 1 1"*** — <PS all. Spe Igfl&^SHAU 

tti^fKD^-^^^^ 'v&mmvfta iv>TSMWftT'CHo (dh 

F&mA£thtmi&*^$v>'*^tif£^mMfc£<>xm$iis, &&&& 
io <D&m&w.mi&&%i&i.tt 0 

CHO-Klttttft, 4#(^lB4ft^^||v^|S 0 1 0% 4^H^lfiL» (I n v i 
t r o g e n) Sr^tf^AF— 1 2igl& (Invitrogen) £r/8V^T*g- 
15 *bfc 0 h is a V&rfr? B&B »C 1 0 c m 2 fefc 19 4. 5xl0 5 fi 

<Z>j&HIS£r«£\ 5%C0 2 aft^P^$ttfcC0 2 i#^^T3 7tfl 5 B#fgJ 
gAJb^^ bfc 0 b 7 7 * ^ V a ^fi Lipofectamine fs^ ( I 
nvitrogen) «:/BV\ f*f£?8stt<E>2fSfeK2p CTjfcffsSrfTo 7t 0 

^6 -we i i b&mm'tzm&n, wt^j: 5mtfofc. *i\ 1. 

20 5ml ^^cx — 2;fc/8;lcL > ^tl^falZO p t i -MEM- I igife ( I n 
vitrogen) #&Lfc 0 &fc> Jf^©^— yfc$g^<* 

* — 2r 1 /i g, t> SKJffcL ipofectamin e^||Sr6 /z 1 SsJP^, 
pWSrJB'S'U 2 0^iICMLfc o i©»Opt i-MEM-Iif 
Jfe^r 8 0 0 n l^Px-Tc b^>-^7^^^3 ://B*g-g^£r, fobfrZibOp t i 

25 -MEM- I Jgifc&/BV^Tgfc#-L7 v cCHO-K 1 $BJ3&«M X C0 2 ^ 
6 B^WiM Lfc. j#*m^^fi> PBS (Invitrogen) £r/B 
V^TJJ Lfc&x 0.0 5% hV "fls^ • EDTA» (I n v i t r o 



WO 2005/051373 PCT/JP2004/017996 

182 

gen) &m^xm&\*,&foi&fc{£xm&vit 0 nbtiitto!&<D&t:wm^ 

^ilOOHfefc95xlO 4 «©l»lia^*H-5 <£ 5 U B 1 a c 

k walled 96— well plate (Costar) la^fcfc 

uoo/i lfo^t, co 2 mmm\'x-mmmistc 0 ±mh^^^^^. 

^/^ilL> -©^(D^Jigrt^/l.^^A^^^Kj^F L I PR (Mole 
cular Device) ^XMM b7c„ F L I P R fcXBf&foX friS 

fetF l u o 3 -AM (DO J I N) &mvf%ti£>^ feSVMiFL I PR7y 
10 ±J &n?UmfcMlfa$:ttiftirZ>tiisb(DT '^y7 T — **fel&\^t^ 0 HB 
SS(Invitrogen) lOOOmlClM HEPES (pH7. 4) 
(DO J IN) 2 0ml *Mx.1tMWL (£*T> HBSS/HEPESM) 
7n^F(Sigma) 710mg£rlN NaOH 5mlfg)5||$ 
blZHB S S/HEPES«5ml Sr^D^^bfc^l O m 1 £r»P U 
15 r©iM7>yt-r^5/77^i:Uc 0 i$:^F 1 uo 3-AM 50/ig^2 
1 m 1 DMSO (DO J I N) fcli8#U $ b^^ft©2 (M 
olecular Probes) ^Mx.U^, 1 0 5 ju 1 <D^B l Mskm^ 
«JDLfc 10.6ml Q7 ^s/ 7 7^(dPi,t*feiMSrPI Lfc, 

a-?*/* >-&m&tfo\^fz.cHo-Kimti&<Dmt&%v&%, whfc-g 

20 *6**?RSr iKfoti*) 1 0 0 /z 1 fo^t, C0 2 MIIT lBffUm* 

&/BV^Tgfc#Lfc^ FLIPRlCtyHft. *7c, ttMCHO-K 

F L I P R (Ci? 5/ h Lfco SX±<Dm®:W*1&Vrc&, FLIPRm« 

h W ^gfc (Palmitoleic acid) (HI 1 ) N Uy — yl^ ( L i 
noleic acid) (02) N y - JJ / (y-Linolenic 
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acid) (|3),77^ K^8(A rachidonic acid) (04), 
K^^^^-^^^BI (Docosahcxaenoic acid, DHA) 
(0 5) ^&Mz.tcb%\C, t h*3«fcO^#;* 1 4 2 7 3 5fMHIt5C 
HO-K lJ^JSS a* zft^lft «rt*;Ui/!ji,II©±#) 1"5 ;i <>: 
5 ^ofc„ 3yho^©M^^^- ©^^tAtfcCHO-KliMt 

^{£tf>l*iBtt J) W»"Cfc5r £ am fciWCfcofc. 
#%MA3 tM 4 2 7 3ffft mRNAOWl 

mRNA©^gi©^i(I|j:AB I P R I S M 7700 SequenceD 

10 etector K'M ^ A Xfcfc) £riBV^c 0 ^^,4©^*^ 

fflV^S^"^^-^ — [5' -GCTGTGGCATGCTTTTAAAC-3 ' ( IB : 5 ) N 5 ' 

-CGCTGTGGATGTCTATTTGC-3 ' ( j£ ?!| # # : 6 )] i: y n - ^ [5 ' 
-AGTTCATTTCCAGTACCCTCCATCAGTGGC-3' (ia#J#-*§- : 7)]tt, tMl4 2 7 3 
&®<*<Di&mmm mmm&: 2) &*>blZAB 1 PRISM Sequen 

15 ceDetector #J1 OV7h!)x7Pr ime rExp r e s s (7/ 
7^ K^^^iX^^AX^^rflJ^bT^if-r^L^o^Mir^S cDNAIt 
t^illftlOtotal RNA ^pyry^lt) lusfrb?^? 

i£fe^@l^f£ UTS uperScriptll (GIBCO BRLtfc) 
20 MO/P h3^Hafc^oTfTofc 0 AB I PR ISM 7700 Se 

quenceDetector CD^/fr^te TaqMan Universal 
PCR Master Mix (777^ K'<W ^"v-^^ AX?±) 5: 1 2. 5 a 1 „ 
#!7 P 7l'-^— £0. 9/zM, :7°n— ^£0. 25/zM x c DNA^W^ 
fc>-£\ ^©7kT*2 5 /z 1 £ LTmWlLfc 0 AB I PRISM 7 7 0 0 Seq 
25 uenceDetedtor "ec^j&te, 5 0 °CX* 2^ N 9 5 'Ctr 1 0 ft<D&^ 
95t - 15^, 6 Ot: • 0(Hl||t)3lb-C^Tofe 0 t: h# 

ffi»T'<£mRNA<D3£3l#;fr£|g| 6 ('^t Q TS^^tJKim^^Tl^V^ 
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###IA4 7yM 4 2 7 3^fr mRNA©MM 

mRNA©^i©^ttliAB I PR I SM 7700 SequenceD 
e t e c t o r (7^7^ K/Mt^^T^Xtt) ^^V^fc 0 3§S.*<Z>^ifc 
5 ffl^>5^7-1'-^^-[5 , -GTGGTGGCCTTCACGTTTG-3 ' ( £7(1 $ -§> : 1 0 K 5 ' 
-CGCTCCTGAACAGCGACAT- 3 ' ( IS #J # : 1 1) ] £ :7* n — :/ [5 ' 
-CAACTCCGCCCTAAACCCCATTCTGT-3' (IS#J#-5§- : 1 2) 7J/M1 42 7 3 

%.®ft<D&mmm dB#l## : 9) &%i:fCAB I PRISM Seque 
nceDetector ©y7l<!)x7Pr ime rExpre s s 

total RNA& I s o g e n 6= <y tf^v 5 — :/*±) N poly (A) + R 
NASrmRNA purification k i t ( P h a r m a c i a tfc) 
i'<t^ ^t'fKD^^^T/UiCLt^^XmmVtc. #f,tlfcpo 1 y (A) 

15 + RNA l^g^Dn asel (Amplification Grade, 
GIBCO BRL&) 16 0n g^RNA PCR K i t (T 

akaralfc) Sr/BV^ = ^ TVWCtfcV* 4 2 "CT c D N A£r^J& L7c 0 A 
BI PRISM 7700 SequenceDetector ©K^^ll 
TaqMan Universal PCR Master Mix (T^^ 

20 ^K^V^f^X|±) ^12. 5 fi 1 % ^-^^-r-^-SrO. 9^M, /n- 
25//M, c DNAM5rTO^ If7kf2 5 a 1 i: LTlI 
tfco AB I PRISM 7700 SequenceDetectorT? 
<DRJ&&* 5 010^2^ 9 5tt'10^f, 95t- 15 # N 60t - 1 
#©lNf *^«:4 0@»5 5SUTfTo/t. #«»T*OmRNA©MM^ 

^U^* h l^£:^l#L7c7 iy h<DTm&X'l±l 4 2 7 3^frmRNA©^ 

Mtf>Jt##lfetii$;h^ 1 4 2 7 3&m<£&x b t"*<0W»fc:B8-£LTV^;: 
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#t^JA 5 7 V Y&%k(D 1 4 2 7 3g^#;£:=i — c DNAO^n^ 

7 y hfflnNA&mMb bT> y'^^^—l (Ifi#J#-$§- : 13) rxj^7°7^ 
5 <BB*!I##: 14) <HBV>TPCR<HTftofc 0 PCRiClt Klen 

taq DNA Polymerase (-7 Xi — ^=T 77) £r/BV\ ( i ) 9 
5t • 2$h (ii) 9 8t- 10#, 6 3t-20#, 7 2t - 3 5 HKD 

ffc* 7 2°C- 7^©#S^SrfT^ofc 0 i#*S0^lSrTOPO TA 

Cloning Kit (Inv i trogen %fc) (D^k^\Z. Lfd5 0 t^7 
10 7^K^^-pCR2. 1 TOPO (I n v i t r o g e n*±) \Z.7 vl — z=. 
>^bfc 0 rM7CJ!lJM10 9 (7*7^4*) l^ALT> K 
£f£o^n-^&amp icil i n Sr^ipL B^ig^T-iliR bfc 0 

£3- KfS c DNA@a?(l (SBM#-§- : 9) E. O c DNA «fc K> i»£ tt| 

15 ^nsT^y^ia^j <Mmm* •. 8) ee&r a 

t 1 4 2 7 3 b<&£ bfc. ^Sfem^^^ffi (E s c h e r i c h i 

a coli) J Ml 0 9/p TA r a t 1 4 2 7 3 b4b& bfc„ 

#MH*jA6 tM 4 2 7 3^fr^CHOiHlS©cAMPM(^t5)ll 

20 t M 4 2 7 3^WCHOafi^ 1X1 0 8 /we 1 1 ©SftT 9 
6-well Plate T 20 H#P^*t* bfc 0 ^BJlSte 100^1 <£A s s a 
y Buffer (0. 1 mM I BMX m^tUM) *5«t TJ*0 . 1 mM R 
o-20-1724(Bi omo 1) Sr^tfDMEM ( I nvi trogen)) 
T»2\Eim&&, 2 //M©7^X3 (Forskol in, m^tUM) & 
25 ^t?£7t«-££;fcV , >A s s a y B u f f e r tzBM Lfc|g^ N v -ijyi/y 
tt> y /sum, DHA*J < tWW^(^'b}J:S I GMA) ^ABx.T3 7 °C 
Xl O^^Si^bf^o Si&t^ c AMP Screen (A BI) (D^^5\ZMr> 
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-CJBBI&SrSSftlU M$foft<Dc AMPtlri£Lfc 0 ^©^f, 7^ni)y 
&-&*fcV^fl=-ett % M 4 2 7 3^^MCHO»lSl^U 

T c AMPB^^tSfi^^^^ofc — 7^73]jy (2/zM) 
t?«, kM 42 7 3^MCHO»WLTy-!J/vyi, y / r 

mxnmmm&nFLbtitefr'Dtz m9) 0 atiiot m 4 2 7 3§f^i:ia 

LTV^j^CHOjNflJJS-m, iOi?^ c AMP jg^ftlMfetifiJI, btt^^o 
###|A7 J3MIW^^*P^«t6t M 4 2 7 3g;^#:|gmCHO^iJ!a-e<DMA 

10 p*-}-— vmmt 

m^mA 1 T*^bfct m 4 2 7 a&mfcmm.^? ^m^x^^^a 

(D^mX-ftUVtct M 4 2 7 3^f<$:MCHO (CHO-hl4273) 
*fc«CHO-mo c k j^ajiaSr 3x10 s /w e 1 1 ©8St*6 tya^/uyu— 

15 !%ifiLffi&mMLti-b<D) icx—mm^^, ^h^stimmm w^mem 
a. mm) iz&m Lt-miti vtc 0 m ^m^mmm-^ it 4 utum*^ 
3 0 AiM<D#sjjgjK^&«jL/c 0 1 o^iur >**l^<— v-3 ^bfco^. -y- 

yy/My77- (TEFCOtt) T«M 'itilLSDS-PAGEt 
iot^fTofc, -ewiPhosphoPl us p 4 4/4 2 MAP 
20 kinase(Thr202/Tyr204) Antibody K i t (C 
ell Signal ing 'Technology, Inc) SrffiV^Tc: <7^ 
^.^ v^n ix^-r V^^ffofc 0 ^Oifet, ® 1 0 l^-fil <9 > t M 4 2 7 

3MMCHOttf©^ J^K^^M^ma p^— i?<^y ^Hbii: 

25 ##MA8 3 T 3^L iMl&m^ffiMMftikmmzWo 1 4 2 7 3 g^#<D 

v ^mm&ffij&Wkms&w • 3 t 3 - l 1 m^mmm^o^mm^ 
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5 1 4 2 7 3&®&<Dmmmw)&£kT<Dmmx'mtifLtzo 

ig&te4. 5g/l^n-7, 1. 5g/l N a 2 H C O 3 £r c5"t?D u 1 
b e c c o' s Mo dified Eagle Me d i um (DMEM, 
-fVt'bP y^tfc) lao %^->m i Mskm (ThermoTrace*fcK 10 
OU/m 1 ^^v^y I', 100m g/m 1 * b f> -^-f v^SrS^Jd bfc & <D 
Sr/I^fc:, 7 5 c m 2 ^* ^x^^^/WO- b fc* T*ig# Lfc 3 T 3-L1 
^fflJlS^ 2. 5 /i M Dexamethazone, 0. 5 mM 3 — i s o 
butyl— 1— me thylxanthine, 1 0 n gym 1 4 V 

-r^*y >-^tf±iBJ§«feT'j#aufc 0 &mmmmx\ mpbs (-) t- 

2 0^U RNAttW^T-8 0tt^#tfc o 

Total RNAttI SOGEN ^TttttJ Lfc„ cD 

NAIt RNA 1 At g^b^^^A7"7-r^-. UTS u per 

S c r i p t I I mm^mm (GIBCO B R L*±) £r/BV\ ^#0-^=^ 
7/H^oT4 2t:T'^SrfTV\ KJ&i&T«l«* / — ^ifcJR LT 1 0 0 a* 
1 izf&ffi Lt RT-PCRSSequence Detection Sy 
stem Prism 7700 (PE Biosys terns £fc) £rfflV\ 
m^t^m<Dfc^(D^9^^— h L,X 5 ' — TCCGAGTGTCCCAAC 
AAGACTAC— 3 ' (ia*«-5§- : 15), 5' — GACTCCACATGA 
TGAAGAAGGAAA — 3 ' (IB?lJff : 1 6) fcit^Ta qMa n pr 
obeHT5' — (Fam) C C G C A C G C T C T T C C T G C T C A T 
G- (Tamr a) - 3' (@B#J#-i§- : 1 7) Sr^/B bfc G RT-PCRK)Si 
fc£T aqMan Universal PCR Master Mix (PE 
B i o s y s t emit) 12. 5 /j 1C N ^tb^tl 1 0 0 

^SrO. 0 5 ju U 5 At MOT aqMan p r o b e £r 0 . 5 a* 1 N :Jo«fct* 
±ET«UfccDNA^O. 5^ liU^ ^©TKT^^MftSr 2 5 a/ 
1 t bfco PCR^«5 0°C • 2£\ 9 5°C • 1 0 #<£>^ % 9 5 "C • 1 5g\ 
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6 CC- l#<£>1jMj?/U£4 Om^^OMVtCo #^tlfc3T 3-L 
H5 1 4 2 7 3SSft©mRNA^ili total RNA2 5 n g £>fc 0 
©=>t'-f i LT^ffiLfc (HH Do 
^-O^^ 1 4 2 7 3§:^#:ra:3 T 3-L lmfafcmffi^OftikMm&n 5 

MM&M&b htl, 1 4 0 g 136027copies/25ng tot 
a lRNA^jlofco t(D~kfrtb. 1 4 2 7 3 ^^{iflgfi&^T'm^^^ 

##WA 9 9 y h^^*BU^Jte*ffl^<^^JK^^k^^# 5 14 2 7 
io 3 3&#®»gi£tt 

s. D. 7? b^Tai»**©femrraM^ia. 

TOMBS (HOKUDOli) {COV^T, ^tL^tL^)f^i#aBffTOS5^0J3g 

^#^^#5 1427 3%:m&<Dmm>mW)%sxT(D^mT»M$r u 

15 i#^S«4. 5 g/ 1 1. 5g/l Na 2 HC0 3 ^tfDul 

becco's Modified Eagle Medi um(D — MEM N 
Invi trogen*±H£10%<7 i/ft&ytshflf (Hyclonefi), 100 
U/m 1 -<~*/V ^ s 100m g/m 1 * h 1/7" v'V&MlLfc&OSr 
/BV^7c:„ 2 5 cm 2 77^3f3y7;^y h \Z.t£ 3 % T*l%m Lfc£-*HJ!SMx 
20 2. 5|zM Dexamethazone. % 0. 5 mM 3—1 sobuty 
1 — 1 — m e t h y 1 x a n t h i n e > 10/ig/ml W P ^^T^tf 
-hlBi#SS«rfflV>T2 B^Yt:fl^*iMSr^^> Ml0/ig/ml -f ^ JJ 
^^^tfJblEJ^JfeT- 8 0 Lfc„ ^^Hff^fe 8 0 ffl 

*&W&<Dlmi&frh Total RNA^r I SOGEN (~ $/ tK>- v>— ^) % 
25 ^V^TttffiLfCo cDNAit Total RNA 7^A^ 
aSMB^B***: LTSuperScr i p t ™I I ( I n 

v i t r o g e n*±) £ffiV\ ^#OT = a 7;H^oT4 2 £ C-CS/&$rfT^ 
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fERU raTil^^y-/«tt4 0yi 1 Tr i s-EDTAiS 
WiZ-j&Mlsfco RT — P C Rf± Sequence Detection Sy 
stem Prism 7700 (Applied Biosystems 
*±) £:JEV\ M$&ttfitil<Drc$>(D'7' ; 7 4'?— t IT 5 ' — GTGGTGGCC 
5 TTCACGTTTG— 3 ' (gB?!l#-5§- : 18), 5' — CGCTCCTGAA 
CAGCGACAT-3' (ia#J#:-S§- : 1 9) SoJ; TJ*T a q M a n 7"n <-zf t U 
T5' - (Fam) CAACTCCGCCCTAAACCCCATTCTGT 
- (Tamra) - 3' (iB^J#^- : 2 0 ) SHS/B bfc G R T - P CROTii 
TaqMan Universal PCR Master Mix (App 

10 lied Biosyste m*±) 12. 5 m ^rtl-^fr lOOji M(^7° 

^^^rO. 2 2 5 m K 5 /tMOT a qMa n T'd-^I. 25 
/z U *5iTJ«_hlBT'MLfc c DNAtt* 1 M 1 »Bx.> ^^tKT^S^* 
& 2 5 m 1 t bfc P C RHlStt 5 0 °C • 2 £\ 95^-10 ${(D%^ 95t- 
15#, 60^ - lfr<D-9-4 ?/V%A 0lll)^<9 3gb7t o #e>tbrc^fti#^iM 

15 $BJJSKl#5U-5 1 4 2 7 3gf^mRNAMi»T o t a 1 RNA 2 5 
n ghtz.?) <D=*t°-mk LTlTffiLfc (g|12) 0 

1427 3^^{±?u^*efeftuTOJWM. m\i%m%&m 

20 1 4 2 7 3S:^{4JJgMMT*«^^f"J^^floTV^5i:#^6>ttfc 0 

###|A l o JigJUm^J:3 A t T - 2 OM^fe^S'J^KM^W*^ 
(ACTH) ^^>*fl*'J?g'l4 

v^TIft^/Vf^ ho7i«A t T- 2 O^HJ3a^*fi-6^«IJ3MJ3*^(D 
25 £Tpoly-D-Lysine= — h 7 7 * =* tr/BV^c: = ^ ^ M?lx^ 
ffcbfco i#Jfi«4. 5g/l©^3-7^ttfDulbecco' s Mo 
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dified Eagle Medium (DMEM N bn^i) \Z 

1 0%!)«ii(Th ermoTracetfcKlO OU/m 1 >\ 
1 0 0 n g/m 1 * h W:/ h^;X:/&»Lf;:1>(a£^7c 0 r<E>f«t£A 
t T/2 0JiffilM£fc£:4 X 1 0 4 c e 11 s /w el 1/lOO/il O^^T* 
5 P o 1 y-D-L y s i n e 3-f96!) zc/l^l'^- b (C^V^T~gfei§^ 
7yt>f fc:&L7c 0 Ty-fe-f^fflV^SB u f f e r 2 5 mM HEPE 

S (pH7. 1), 1 g/1 u lbecco's Mod 

ified Eagle Medium (DMEM, <4ls\? bn^tt) 
Wc 0 lOBuffe r T*2|fi]gfe*£L7c^ ^©II©iMS:Mt5B 
10 uffer&10 Oml^JBx., GO^y^a^-t3 7tIlfli/W^ 
dr^^-bbfCo 1 0 nM^giJW^M^J^^^ttlH^ (CRF) * 

&TX*mffim**£m~fZ> b u f f e r —it^^^fTV^ CO^y^ra^ 

lfctl 2 0 0 rpm, 5mi n, tfit'S^L, tpJP#> b 5 0 ra 

15 i miixbfc 0 ^±<Dm^i§m^^xn,mmmn^t7^ikmr^^ >- (b 

SA N Sigma) i^itBSA: FFA=4 : l©^#T**#$*fc„ £ 

re bu f f e t <D^(Dmt crf <D^muu\^tim^h, mm^Wtto-fz mz 

I^T^^MCTH I RMA Tn-^j) Jffl^TAC TH^^^fi'J^ Uifc. 0 
20 @13 ^^i-t*3l9 , l^Bft (y "LA), a - y / 

^ ( a — L A) iZX 9 f f ife C R F i o f $ ^fc A C T H^fxD^^I ^ 
fg#)6>;HfCo 1 4 2 7 3^#:^r^^ h^4£^£^g&i£ (BA) 

f3:WlC& C R F^l£ A C T Hftm<Dttiffl &7jk £ fcj&»o 7c„ 

25 Lfc4-fc Kn^^^^if ^P^i/IM^vl' (0. 70 g> 3. 9 romolh 

^;V7^3-;I/ (0. 48 mU 4. 7 ramol) & «£ TJ* h U 7 ^ —^/ft ^ 7 4 1/ (1. 2 g, 
4.7 ramol) <DT h 7 t Kn7 7,y (5 mL) MW^T V S^/H? ^m.V'^^JV 
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(0.73mL, 4.7mmol) U U&m&fc&TT* 2 mmffiWLti. RjES'fiKfc 

Sr^y UffjVjjy a-r h^77>{^ (^^ih^/|^g|^^/^=17:3) TffiHR 
U Mfc-d** (0.62 g% JR^s 59%) LT#fc 0 
5 X H NMR (CDC1 3 ) 5 2.59 (2H, t, J=7.5Hz), 2.89 (2H, t, J=7.5Hz), 3.66 (3H, 
s), 5.04 (2H, s), 6.90 (2H, d, J=8.6Hz), 7.11 (2H, d, J=8.6Hz), 7.29-7.44 
(5H, m). 

^I^C^S^^T, 4-fc Kp^^y^^B^^^i 
10 3-^n^e-<v^T^=i— /t^fe^ffift^ LT?#fc 0 ifc¥ 68% 0 

MlNMR (CDCI3) 5 2.60 (2H, t, J=8. 0 Hz), 2.90 (2H, t, J=8.0Hz), 3.66 (3H, 
s), 5.00 (2H, s), 6.88 (2H, d, J=8.6Hz), 7.12 (2H, d, J=8. 6 Hz), 7.21-7.27 
(1H, m), 7.34 (1H, d, J=7. 5 Hz), 7.45 (1H, d, J=7. 8 Hz), 7.59 (1H, s). 
#%0ij3 4-([l, Y -\f~7 ^—JV^-Z-^ h ^ri^^Vif s^W.* 
15 4-[(3-^n^-7^^7P)^ h^^^O-^X^a^^^^^/k (0.60 g, 1.7 
ramolK -7 i^pyg (0.25 g> 2. 1 mmolK #c^^MJ!>A (0. 55 g x 5.2 
mraol) *• h/Wc^-p? *y — (5:1:1, 35 mL) M$g#?U 7;W=?yftt 

7 1 h 7=3r^. Z7 *L=.;V7fr?.y j (99 mg N 0. 086 mmol) £ 

mm^m (0.55 g> iix^ 92%) ^efe^itT#fc 0 

*H NMR (CDC1 3 ) 5 2.60 (2H, t, J=8.0Hz), 2.90 (2H, t, J=8. 0 Hz), 3.66 (3H, 
s), 5.10 (2H, s), 6.92 (2H, d, J=8. 5 Hz), 7.12 (2H, d, J=8. 5 Hz), 7.35-7.47 
25 (5H, m), 7.54-7.65 (4H, ra) . 

###i|4 4-(2-^oi— ;u=c b^^^^y/o^^ ?->V 

kmm<Djjfe%m^X, 4-fc Kn^s^v-tf^P^^gM^vi'i: 
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y x-^jvy >v^ — /i^&SBfts^ftSrfcfco 4x¥ 89%„ 

'H NMR (CDCI3) 6 2.58 (2H, t, J=7.5Hz), 2.88 (2H, t, J=7. 5 Hz), 3.08 (2H, 
t, J=7. 1 Hz), 4.14 (2H, t, J=7. 1 Hz), 6.81 (2H, d, J=8. 6 Hz), 7.09 (2H, 
5 d, J=8. 6 Hz), 7. 20-7.34 (5H, m). 

##0115 4-(2-7x=/H h^^^l/H >Z?xis<^m 

4-(2-7^^/W^ h^ris)^^ l^ta^^BM^Vl" (0.65 g N 2.3 mmol) <D 

(3 mL) mmtz 2 mmfcmitj- mj (3 mu £*u;l, & 

50 1 «fW*#U^. Rattle 2 mfei&m (2.5 mL) «r*Px. N @£ 

^t^feff^L, &Mfc6><lfe (0.50 g> Kx^ 81%) £*#fc 0 
91-92 'Co 

X H NMR (CDC1 3 ) 6 2. 63 (2H, t, J=7. 5 Hz) , 2. 89 (2H, t, J=7. 5 Hz) , 3. 08 (2H, 
t, J=7. 2 Hz), 4.15 (2H, t, J=7. 2 Hz), 6.82 (2H, d, J=8. 6 Hz), 7.10 (2H, 
15 d, J=8. 6 Hz) , 7. 20-7. 34 (5H, m) . 

##0116 4-([l, l'-lf7x^/l/]-3-^^^ F^V)^^^o/?Vi 

#%0!I5 £ 1^411 ©;frSfc3E:/i^T. 4-([l, l'-if 7*=^]-3->T/u>< h=¥v-)-< 

j»j&125-126 t (BM^/l ^*f-^^bSlt*). 

20 l HNMR (CDC1 3 ) 5 2.65 (2H, t, J=7.9Hz), 2.91 (2H, t, J=7.9Hz), 5.10 (2H, 
s), 6.93 (2H, d, J=8.6 Hz), 7.13 (2H, d, J=8. 6 Hz), 7.30-7.47 (5H, ra) , 
7.50-7.61 (3H, m), 7.65 (1H, s). 

##09 7 4-[(3-7^y Y*f%/~\'<l/ J \£-y7us*l/%fc* s f-jl> 
##0U tm&Ofife&M^T^ 4-t Kn^v^iXifV^P^^^ ^/Ut 
25 3- :7a,/ *->^^i?/l>T/U=i--/UfrP>mmfc'£- l &)&nti 0 66% 0 

l HNMR (CDCI3) 8 2.59 (2H, t, J=8. 1 Hz), 2.89 (2H, t, J=8. 1 Hz), 3.66 (3H, 
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s), 5.01 (2H, s), 6.90-7.20 (9H, m), 7.20-7.36 (4H, m). 
##M8 4-[(3-^^y *c^7 * h^r^^yfy^p^vn 

^^yu^^Mt^^frbmmik&m&nt^ nx^ 5o%„ 
5 8*^94-95 v mm^f-/^—^^^hn^) 0 

X H NMR (CDC1 3 ) 6 2.64 (2H, t, J=7.9Hz), 2.90 (2H, t, J=7.9Hz), 5.01 (2H, 
s), 6.86-6.90 (2H, ra), 6.88-6.98 (1H, m), 7.00-7.03 (2H, m), 7.08-7.17 (5H, 
m), 7.30-7.36 (3H, m). 

#f^!9 2-(4-yn^7x/dfv')-2 ) 3-^t Kn-1H— 

83-84 <C y/p tVi^x-f/Hi^ffigi) 0 

*H NMR (CDC1 3 ) 5 3.13 (1H, d, J=3.0Hz), 3.18 (1H, d, J=3.0Hz), 3.33 (1H, 
d, J=6. 2 Hz), 3.39 (1H, d, J=6. 2 Hz), 5.09-5.15 (1H, m), 6.78 (2H, d, J=9. 0 
15 Hz), 7.16-7.26 (4H, m), 7.37 (2H, d, J=9. 0 Hz) . 

0 (E) -3- [4- [ (2, 3- v 5 1 Kn-iH— < ^fls-l-j >V}Jr*^7 

2-(4-^P*7xy *^)-2,Z-*J\i Kd-lH-^^-r>- (1.4 g> 4.7 ramol) <D 
N,N-^^f;^;UAr^ K (4.7 mL) mm^^m^m^ h V V J* (1.0 g. 12 
20 ramol) > T ■? V >V^.ff- ?V (0. 86 mL % 9. 5mmolK 7 h7^f ^7^^!)A^ 
py K (2. Og, 7. lmmol) & &XmWt<* 1 7 W J* (31 m g> 0. 14 ramol) St^P^ 
100 °CX* 24 B£|Bii!l#Lfc„ Rj&«&£?&te:MUfc«5iSU 7k&>!ra;U mm 

«neufe. ^^Mf^&mNiu mmfc&y?) (o.96 gs 

25 69%) &#7c 0 

Ifejft 115-116<C 0 

*H NMR (CDCi 3 ) 5 3.16 (1H, d, J=2.9Hz), 3.21 (1H, d, J=2.9Hz), 3.37 (1H, 
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d, J=6. 4 Hz), 3.43 (1H, d, J=6.4Hz), 3.80 (3H, s), 5.17-5.23 (1H, m), 6.31 
(1H, d, J=16Hz), 6.91 (2H, d, J=9.0Hz), 7.17-7.27 (4H, m), 7.47 (2H, d, 
J=9.0 Hz), 7.65 (1H, d, J=16 Hz). 

1 l-[(4-^n^-2,6-v J 7/^^-a^7^=^)^-^v']-2,3-^t Kn 
5 -lH-f yf^ 

mm. 46-46 °c mm^/^hn^)o 

*H NMR (CDC1 3 ) 6 2.34-2.40 (2H, m), 2.83-2.92 (1H, m), 3. 20-3. 31 . (1H, m), 
10 5.64 (1H, t, J=4. 4 Hz), 7.04-7.13 (2H, m), 7.17-7.22 (1H, m), 7.28-7.32 
(3H, m). 

2 (E)-3-[4-[(2,3-v ? t Kra-1H->T ^7*^-W^)^-«¥^]-3, 

15 ^-^ri/]-2,3-^t ko-ih— r ^^hmmih-a-m^mto m*40% o 

ife^C 74-75 *C W^f y/ P t'^x^f/^^S^I). 

*H NMR (CDC1 3 ) 5 2.37-2.43 (2H, ra), 2.84-2.93 (1H, m), 2.32-3.32 (1H, in), 
3.81 (3H, s), 5.74 (1H, t, J=4.5Hz), 6.34 (1H, d, J=16Hz), 7.03-7.12 (2H, 
m), 7.16-7.23 (1H, m) , 7.28-7.35 (2H, m), 7.53 (1H, d, J=16Hz). 
20 #%M13 4-[(2,3-v ? t Kn-1H— T ^x^-W/^^-^r^j-S, 5-i?7/U*n 

*< -y? & /< * ?- a* 

(E)-3-[4-[(2, 3- 1 Kn-1H— T Vfy-l-^^t^r^^S-^y/^n 
^^=^]-2-^n^^^^/^ (0. 52 g N 1.6nunol) % iJ-^y^A (1. 2 g> 7.9 
mmolK 7h7kKo77V (3 mL) *5 «fc T>V * / — (7 mL) ©Sg-^Hfofcl «fc 5 
25 & (0.80g, 3.2ramol) ^iPx., SIT'- GM#Lfc 0 l£tj£:t£^ (20 mL) & 
20£f£it#Lfc^ TkTMfrJRU ft»^^"ettW Lit. tKML M 
7K«f£»^ h P !>A±T«L a^LfCo 2ISSrVy % ff/vjj ? J*? 
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7 7 4 — (^*-f- ^/m^f-^io •■ i) x-mM: L.mmfc&m %ntc 0 eo% 0 

l H NMR (CDC1 3 ) S 2. 34-2.40 (2H, m), 2.61 (2H, t, J=7.5Hz), 2.81-2.91 (3H, 
m), 3.20-3.30 (1H, m), 5.61 (1H, t, J=4. 4 Hz), 6.72-6.78 (2H, m), 7.16-7.22 
5 (1H, m), 7.29-7.31 (2H, m), 7.34 (1H, d, J=7.4Hz). 

4 3,5-^7/l/^-n-4-[(2,3-i^t: Kn-lH-^f l/^fls-l — f />) v0 

###!5 irl^^(D^feSrffiV^T,3,5-v ? ^/^n-4-[(2,3-v ? fc KP-lH-^f 

10 75% 0 

m& 88-89 <C (^xf/l.-^drty^bSig^o 

'H NMR (CDCI3) 5 2.34-2.40 (2H, m), 2.67 (2H, t, J=7. 5 Hz), 2.81-2.92 (3H, 
ra), 3.20-3.30 (1H, m), 5.62 (1H, t, J=4. 4 Hz), 6.72-6.80 (2H, m), 7. 17-7.23 
(1H, m), 7.29-7.36 (3H, m). 
15 ###J15 3-? P P-4-[(2, 3-i^t Kp-IH— f^V-l— T/l-)^-=arv']-0'if 

il^i©^l:ffiV^T,3-^na-4-t Ko^^^^o^Vi 

2, 3-^t kp-ih— r i/y^-\-*—;\sfrhi&mik'&m*%*Lo 

91% 0 

20^ ffitfco . 

'H NMR (CDCI3) 6 2.20-2.31 (1H, ra), 2.50-2.60 (1H, m), 2.61 (2H, t, J=7. 9 
Hz), 2.87-2.97 (3H, m), 3.13-3.23 (1H, m), 3.68 (3H, s), 5.71 (1H, dd, J=4. 9 
Hz, 6. 6 Hz), 7.01-7.08 (2H, m) , 7.22-7.31 (4H, m) , 7.43 (1H, d, J=7. 3 Hz). 

6 3-? P P-4-[(2, 3-^fc Kp-ih— ( f/W^-^^l^^if 
25 i/^P^^gl 

###iJ5i:|^i©^^IV^T, 3-^ P P-4-[(2,3-^t KP-lH-fV^ 

-M/^t^v'l^yfy/n^^f^btilb^^llfc. Jfc#5 56% 0 
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l H NMR (CDC1 3 ) 5 2.20-2.31 (1H, m), 2.50-2.61 (1H, m), 2.67 (2H, t, J=7. 7 
Hz), 2.86-2.99 (3H, ra), 3.12-3.22 (1H, m), 5. 71 (1H, dd, J=5. 0 Hz, 6. 5 Hz), 
7.01-7.09 (2H, m), 7.20-7.31 (4H, m), 7.43 (1H, d, J=7. 3 Hz). 
##M17 4-([l, V -}?y au~;V]-Z— i >V* h^v'J-S-^nn'O'f i/7°n 

#%#J3 i:l^il<^^•^fe^ J fflV^T N 4-[(3-^^^^^=y^) ^ }.dr>x]-3-^ o n 

44%„ 

*H NMR (CDC1 3 ) 8 2.59 (2H, t, J=7. 8 Hz), 2.87 (2H, t, J=7.8Hz), 3.66 (3H, 
s), 5.19 (2H, s), 6.91 (1H, d, J=8.4Hz), 7.02 (1H, dd, J=8. 4 Hz, 2.1Hz), 
7.24 (1H, d, J=2. 1 Hz), 7.33-7.38 (1H, m), 7.42-7.49 (4H, m), 7.54-7.62 
(3H, ra), 7.68 (1H, m). 

###|18 4-([l, \' -\£y z^—)V\-?>-4 h *i/)-3-? a o-^vi? 

^pn^V^^^P^^^^^^b^M^^^ffc JR* 54% 0 

ife^ 77.0-77.5 <C (v 5 ^ y^D tV^— x/W— ^^r-^>-yJl^W^^) 0 

*H NMR (CDCI3) 6 2.64 (2H, t, J=7.8Hz), 2.88 (2H, t, J=7.8Hz), 5.19 (2H, 

s), 6.92 (1H, d, J=8.4Hz), 7.03 (1H, dd, J=8. 4 Hz, 2.1Hz), 7.25-7.26 (1H, 

m), 7.32-7.38 (1H, m), 7.42-7.48 (4H, m), 7.53-7.62 (3H, m), 7.68 (1H, m) . 

Mil 9 4-[(l,2,3 ( 4-ff7t Knt y$ U /U) ^-^-^^ i/ifi^ 

1,2,3,4-x hy t Kn-l-t7 LT#fc: 0 i|X 
^ 63%„ 

*H NMR (CDCI3) 6 1.70-1.75 (1H, ra), 1.98-2.16 (3H, m), 2.62 (2H, t, J=8. 2 
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Hz), 2.77-2.87 (2H, m), 2.92 (2H, t, J=8.2Hz), 3.68 (3H, s), 5.23 (1H, 
t, J=4.2Hz), 6.95 (2H, d, J=8.6Hz), 7.11-7.16 (3H, m), 7.21 (2H, dt, J=2. 2 
Hz, 6.8 Hz) 7.38-7.36 (1H, m) . 

###|2 0 4-[(l,2, 3,4-x h?K Knt7^ U f ;U) ^r^^^l/H^ 
5 -^tty<^m 

##M5 km$k<Djjm$:m^X^ 4-[(l,2,3, 4-T Knt7i? WV-1- 

^^t^^^yfv/n^y^^/^&tl^^^ifc,, i&m 5i% 0 

69-70 <C (i-M fcVl^-TVl^— Ndrty;J^^^) s 
'HNMR (CDC1 3 ) 6 1.70-1.85 (1H, m), 1.98-2.16 (3H, m), 2.74-2.89 (2H, m), 
10 2.67 (2H, t, J=7.4Hz), 2.93 (2H, t, J=7.4Hz), 5.33 (1H, t, J=4. 1Hz), 
6.96 (2H, d, J=8. 6 Hz), 7.14-7.24 (5H, ra), 7.36-7.39 (1H, m). 
##0iJ 2 1 2, 3-S?fc Kn-2, 2-Z? * ^VW-IH— T ^Is-l-Xls 

60% i^mit± hV t?J* (2.7g, 68 mmol) <D 1, h^v-^^ (30 mL) 

2,3-v^t Kn-lH-^^^iz-l-^-i/ (3.0 g N 23 mmol) &fr$>o < & <hJB 
15 £7i 0 Mlrlflf 10^|W«#Lfc^ 3^b^A- (5. 7ml N 91 mmol) M 
^^ H^fe^ilt' l«FWIt#Ufco S^^TK^n^L, 

? -7 (^dri^^) xitasiu um\\L^m (4.0 g . ir^ 99%) &#fc 0 

X H NMR (CDC1,) 5 1.24 (6H, s), 3.01 (2H, s), 7.35-7.44 (2H, m), 7.59 (1H, 
20 dt, J=l. 2 Hz, 7.6 Hz), 7.76 (1H, d, J=7. 8 Hz). 

##M2 2 2, 3-^fc Kd-5-(7x=/I/^ h ^^)-lH— f ^y* Zs-l-*^ 
2,3-i?H Kn-5-t Kn^^-1H— r^x^-l-^"^ (1.0 g> 6.2 mmol), 

i;;l/7^n^;i/ (0. 65 g, 5. 6 mmol) & «fc h ]) ^^vk/fr*. ^ ^ V (1. 7 g N 8.4 

mmol) (D"r Y^^^xiyyy (30 mL) ^^{'1, 1'- (T y^/l^^/U) ^ }} 
25 (2. 1 g, 8. 4 mmol) M^Mt* 16 ttffllfttt Lfc,, ■^F»*ft> 

^/»**^-^=10:i) fflL, mmfc&M (1.3 ifc^ 97%) Sr»*^ L 
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T#fc 0 

*H NMR (CDCI3) 8 2.67(2H, t, J=6. 1 Hz), 3.08 (2H, t, J=6. 1 Hz), 5.15 (2H, 
s), 6.97 (2H, s), 7.30-7.45 (5H, ra), 7.70 (1H, d, J=9. 1 Hz). 
##0ij2 3 2,3-^fc Ko-5-(7x-;V^ h * V)-lH--f is? ls-1-*— )V 
5 2,3-v^fc Kp-5-(7x=/M h * isf^-l-tirls (1.3 gs 5.46 
mmol) Sr^h^fc Kc77> (20 mL) & ^ / — ^ (10 mL) (D^S^U:^ 

7K^-fb^!7^-7" h y 17 A (0.41 g, 11 ramol) 4:;&Jljfcfc&x m&X* 2 B# 

10 ^/U=3:l) Tit^U ^ffiftJ-a-l* (1. 16g, Ifc^ 89%) Ut#fc. 
*H NMR (CDCI3) 5 1.70 (1H, d, J=5. 0 Hz), 1.85-2.05 (1H, m), 2.40-2.55 (1H, 
in), 2.70-2.85 (1H, m) , 2.95-3.10 (1H, m), 5.05 (2H, s), 5.10-5.20 (1H, m), 
6.85-6.87 (1H, m), 7.25-7.45 (6H, m). 

###12 4 4-[(2,3-v f t Ka-2, 2-v f ^^/W-lH-^^7 ? V-l--r^)^-=3rv']^ 
15 l/lEl/'7xi/<l/^.*=$-)V 

&m^m 1 tmm^m^m^x 4-t kp^^^^p^^^/^ 

#6-^$*. mm<k&M*mz. 0 2, 3-i?t Kp-2, f ;u-ih-^ yf^-i-t 

20 i/#>£><£>I&^ 60% o 

J H NMR (CDC1 3 ) 6 1.13 (3H, s), 1.23, (3H, s), 2.62 (2H, t, J=7. 5 Hz), 2.73 
(1H, d, J=15.4Hz), 2.86 (1H, d, J=15. 4 Hz), 2.93 (2H, t, J=7. 5 Hz), 3.86 
(3H, s), 5.28 (1H, s), 6.98 (2H, d, J=8. 6 Hz), 7.11-7.27 (6H, m). 
25 #%0ij2 5 4-[ (2, 3^i> t K P -2, 2-v^> f /WlH--f y f ^) t ^r^] ^ 
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'H NMR (CDC1 3 ) 6 1.13 (3H, s), 1.23, (3H, s), 2.68 (2H, t, J=7. 3 Hz), 2.73 

(1H, d, J=18.9Hz), 2.87 (1H, d, J=18. 9 Hz), 2.93 (2H, t, J=7. 3 Hz), 5.28 

5 (1H, s), 6.98 (2H, d, J=8. 6 Hz), 7.00-7.27 (6H, m). 

7k^L7t4-t Kpdf^yfyyo^y^^ (0.40g N 2. 1 mmol) <£>N, N- 
^f;^A7 5 K (15 mL) 60% zKSHb-*- MJ !>A (0.11 g> 2.7 

mmol) £#Dx.T30#}l#Lfc^ l-/n^-3-7x=;uyn^y (0.53 g N 2.7 

io mmol) stapx.. js-^ftsr^at? 3i*Mst#L^. &j&miz&*tin*-. mm^f- 
/u-vmmvit. mmw[*7km, &,m&femvit 0 mm&^v mf**9&? & 
^77^- (^^-t^/mm^/^=i8--i)x-mu\^,mmit^m (o.29 g% 

Jfc#S 46%) £r#7c 0 

15 'H NMR (CDC1 3 ) 6 1.23 (3H, t, J=7. 1 Hz), 2.04-2.13 (2H, m), 2.58 (2H, t, 
J=8. 1 Hz) , 2. 88 (2H, t, J=8. 1 Hz) , 3. 94 (2H, t, J=6. 3 Hz) , 4. 12 (2H, q, 
J=7. 1 Hz), 6.81 (2H, d, J=8.6Hz), 7.10 (2H, d, J=8. 6 Hz), 7.19-7.31 (5H, 
m). 

##0ij2 7 4-([l, l*-tf7^=^]-2-> ifr* Y^^^ls-V^U^-ym**?- 
20 )V 

#t«2 6 £mm<Djjm&m^x, 4-t Kp^^^y^n^v^f/v 

£ 2-7i^y^P S K^e>^S-fb^Sr#fCo H» 52% 0 

*H NMR (CDCI3) 6 2.58 (2H, t, J=8. 1 Hz), 2.87 (2H, t, J=8. 1 Hz), 3.66 (3H, 
25 s), 4.91 (2H, s), 6.78 (2H, d, J=8. 6 Hz), 7.06 (2H, d, J=8. 6 Hz), 7.33-7.40 
(8H, m), 7.50-7.70 (1H, m) . 

#%#J2 8 ' 4-([l, l'-l?7x^]^ <)V* Y^r^^S-Hls-fxi^m. 
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###j5 kmmoijjfe&m^x, 4-([i, l'-t^x^^^/M h^)^ 
^103-104 <c mm^^ — ^t^^?)S^), 

1 H NMR (CDCLj) 5 2.63 (2H, t, J=7. 9 Hz), 2.88 (2H, t, J=7. 9 Hz) , 4.91 (2H, 
5 s), 6.79 (2H, d, J=8. 6 Hz), 7.08 (2H, d, J=8. 6 Hz), 7.33-7.50 (8H, m) , 
7.60-7.70 (1H, m). 

2-^^/^^-<^v ; /pt^=i— /^^mmit^^&^n^.t ut#7Co urn 

10 93% D 

*H NMR (CDClj) 8 2. 59 (2H, t, J=8. 1 Hz) , 2. 88 (2H, t, J=8. 1 Hz) , 3. 66 (3H, 
s), 5.13 (2H, s), 6.89 (3H, t, J=8.6Hz), 6.98 (2H, d, J=8. 1 Hz), 7.07-7.20 
(4H, ra), 7.25-7.40 (3H, m), 7.50-7.60 (1H, m). 

###13 0 4-[(2-7^y 3r*/~7 =^—;V) * h drv^j^^^^n/N 0 ^^ 

urn 45% 0 

ife^ii4-ii5 <c (Sixf/v-^^ty)j^sa). 

X H NMR (CDC1 3 ) 5 2.63 (2H, t, J=7. 9 Hz) , 2.89 (2H, t, J=7.9Hz), 5.13 (2H, 
s), 6.86-6.92 (3H, m), 6.95-7.00 (2H, m), 7.06-7.12 (3H, m), 7.16 (1H, dd, 
20 J=7.5 Hz, 1.0 Hz), 7.24-7.36 (3H, m), 7.58 (1H, dd, J=7. 5 Hz, 1.4 Hz). 

###12 6 1 mm^jjm&m^^T^-^fv ^-2,6-^7/^07 ^ y—^t ? 

25 *H NMR (CDCI3) 6 3.58 (3H, s), 5.13 (2H, s), 7.04-7.13 (2H, m). 

##M3 2 3,5-v 5 ^ -4- Y^^)^O^^^vi /^^Bi^^ 
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5-^o ; t-l ) 3-v > 7;VtD-2-(^ h^v^ h^f-vO^iXlf 1/ (4. 4 g N 21 mmol) N 
T^PK^v?xWt^-/V (9.4 mU 62 mmol) > X hy^WV^- 
>)A^a!j K (5.7 g N 21 mmol) *5 «fc tJ*$M y tVVxfyUT 5: ^ (18 mU 
0. lOmol) WN-^t«^^^AT? K (40 mL) A (0.14 

5 g N 0.62 mmol) £JH£, Ml^<S:T^=^#ffl^T> 90 18R#P«#L7t„ 

fc^. uizMMhfco mm&isv xtf^x^J*? try? 

/mm^^=49--l frb 4:1) T^L, mMit^ (2.4g, Ifc* 42%) 
10 ?fi^„ 

NMR (CDC1 3 ) 8 1.24 (3H, t, J=7. 1 Hz), 2.58 (2H, t, J=7. 5 Hz), 2.88 (2H, 
t, J=7. 5 Hz), 3.59 (3H, s) , 4.13 (2H, q, J=7. 1 Hz) , 5.12 (2H, s), 6.70-6.84 
(2H, m). 

#%#]3 3 3,5-^^^^-13-4-11 Ko^^^^/P^^f^ 
15 3, 5-v>^^^-n-4-(^ h^v^ h ^i^-OM (2.3 g> 

8. 4 mmol) <7}^*/ — jV (12 mL) (0. 5 mL) SrillX., ^-£#J3r 50^ 

77^- (^^V/I^^^V^:! l:l) Ti#0U mm<t&%> (1« 7 g N 

20 88%) &#fc„ 

NMR (CDC1 3 ) 5 1.24 (3H, t, J=7. 1 Hz), 2.57 (2H, t, J=7. 4 Hz), 2.85 (2H, 
t, J=7. 4 Hz), 4.13 (2H, q, J=7. 1 Hz), 5.16 (1H, brs), 6.68-6.82 (2H, m). 

25 l/Hl/ 

mnmi tmmvxm&m^x, 4-^x2^-2,6-^7^^7 ^y—^t 3- 
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NMR (CDCI3) 6 3.81 (3H, s), 5.13 (2H, s), 6.85-6.89 (1H, m) , 6.96-6.99 (2H, 
ra), 7.01-7.11 (2H, m), 7.23-7.29 (1H, m). 

###J3 5 5-yn*-2-[{3-xb^i/7i=;V)^ h tVHrxi 

5 

NMR (CDCI3) 6 1.41 (3H, t, J=7. 1 Hz), 4.03 (2H, q, J=7. 1 Hz), 5.11 (2H, 
10 s), 6.83-6.88 (1H, m), 6.94-6.97 (2H, m), 7.01-7.10 (2H, m) , 7.22-7.28 (1H, 
m) . 

##M3 6 5-yp^-l ( 3-^7/l/io-2-[[3-(l-^f/^ h^-»:7;c=/l/| 

#^JUI^i©^^fflV^T, 4-^n^-2,6-v J 7/^n^zcy — ;Vb 3- 
15 y^n#*^J/^7A'='- /Hft»6>*«fl3^#l«r#fc. flX^ 54% 0 

NMR (CDC1 3 ) 6 1.32 (6H, d, J=6. 0 Hz), 4.55 (1H, septet, J=6.0Hz), 5.11 
(2H, s), 6.83-6.87 (1H, m), 6.93-6.96 (2H, m), 7.00-7.09 (2H, m), 7.22-7.27 
(1H, m). 

20 ###!|3 7 4-^n^E-2-7/V'^-P-l-(^ h*ris* f> 3r S^^^i?^ 

*^j^*^/i'^-Tsi'frbmmfc& ! &*'&K. 0 »tx^ 96% c 

X H NMR (CDCI3) 5 3.51 (3H, s), 5.19 (2H, s), 7.08 (1H, t, J=8. 6 Hz), 
25 7.16-7.20 (1H, m), 7.23-7.27 (1H, m). 
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3l%„ 

! H NMR (CDCI3) 5 1.24 (3H, t, J=7. 1 Hz), 2.58 (2H, t, J=7.4Hz), 2.89 (2H, 

5 t, J=7.4Hz), 3.52 (3H, s) , 4.13 (2H, q, J=7. 1 Hz), 5.18 (2H, s), 6.87-6.97 
(2H, ra), 7.09 (1H, t, J=8.4Hz). 

^^m^^^^Mit^-^^^tz.,, i&m 94%„ 

10 

*H NMR (CDCI3) 5 1.23 (3H, t, J=7.2Hz), 2.57 (2H, t, J=7.4Hz), 2.87 (2H, 
t, J=7.4Hz), 4.12 (2H, q, J=7.2Hz), 5.18 (1H, brs), 6.83-6.94 (3H, m) 0 
###14 0 (E)-3-(4-t Kn=¥v--3-^ h *r*/7 ^~M-2--7v<^m* T'A' 
(E)-3-(4-t KP^i/-3-^ b^^7x^;V)-2-7 , P^yi (3. 0 g, 15mmol) 

15 <d*?;— (30 mu (o. 5mD «rjn*.^ m&to* 12 mmnmrn. 

&7K*feLfct&, fc£ffiaMU mmib&Vo (3.1g, Jfc* 97%) Sr»^i:bT# 

l H NMR (CDCI3) 5 3.80 (3H, s), 3.90 (3H, s), 5.95 (1H, br s), 6.29 (1H, 
20 d, J=15.9Hz), 6.91 (1H, d, J=8. 1 Hz), 7.02 (1H, d, J=1.8Hz), 7.07 (1H, 
dd, J=1.8 Hz, 8.1 Hz), 7.62 (1H, d, J=15. 9 Hz). 
###!|4 1 4-fc KD^i/-3-^ bdp-S^^HfV^n^^ft'^^vW 

(E)-3-(4-t KP^E-V-3-^ h^v-7i^)-2-'/a^^^f^ (3. 0 14 
mmol) <D * ? J —J\> (30raL)^t31 10% W ±»$<M (50%"£zKiBk 0. 20 g) 

25 Srinit % iB^4fe«r7K*#ffl«CT.M-e 4 ^^Jt# Lfc„ ZUfcWi&Zm 
3»[*r»JBE**&U mm\t&m (3.0g, Jfc^ 97%) LT#/£:. 
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*H NMR (CDC1 3 ) 5 2.60 (2H, t, J=8. 1 Hz), 2.88 (2H, t, J=8. 1 Hz), 3.67 (3H, 
s), 3.87 (3H, s), 5.50 (1H, br s), 6.66-6.70 (2H, m), 6.82 (1H, d, J=7. 8 
Hz). 

#%M4 2 2, 3-v^fc h ^r^-2, 2-v> * f-JV-m-^i ls<fl/-\-*^ 

5 ##M2 i tmrn^m^m^x^ 2,3-^t v^-^-m—ci^f^ 
-i-*i/frhmmik&M&nrz. 0 urn 85% 0 

L H NMR (CDCI3) 1.23 (6H, s), 2.92 (2H, s), 3.84 (3H, s), 7.17-7.20 (2H, 
m), 7.31 (1H, d, J=9. 1 Hz). 
10 ###14 3 4-[{2,3-^t f^v^-2,2-^^f /WlH-^fyry-W 

###|2 3 kmm<Djjfe%J%^X, 2,3-v>fc h^-y-2,2-i^^^-/u 
-1H— ( l/f^-l-Or^frh 2,3-v>fc Kci-6-^ Y^c-y-2,2-V'^^-?V-m-4^"f 

v-i-^-^-Mtfco inm^Ji tmrn^m^m^x 4-t Kn^y 
15 nz/T'u^i/Wit^^bm&is^. mmit&m*nK. 0 2,3-^t Kn-e-^ 

i/-2, 2-v 5 ^ ^Vl^-1H— f i^T* is-l-*ls1i> b'OJRSp 54% Q 

l H NMR (CDCI3) 1.11 (3H,s), 1.22 (3H, s), 2.60-2.69 (3H, m) , 2.88 (1H, d, 
J=15. 1 Hz), 2.91 (2H, t, J=7. 5 Hz), 3.68 (3H, s), 3.73 (3H, s), 5.25 (1H, 
20 s), 6.78-6.80 (2H, m), 6.98 (2H, d, J=8.6Hz), 7.09-7.14 (3H, m) . 

##0ij4 4 4- [(2, 3-v^fc Kn-6-;* h 3r i/-2, ^/I'-lH—f ^x^-l— f 

/k) ^] ^< ^if ^~?n^ 

0^M5 tmm<D^m^m\f^X, 4-[(2,3-v J fc Kn-6-p< h*iS-2,2-i?*7- 

25 #£:„ JfcSfS 99%„ 

l H NMR (CDC1 3 ) 1.12 (3H,s), 1.22 (3H, s), 2.64-2.70 (3H, m) , 2.78 (1H, d, 
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J=15. 1 Hz), 2.93 (2H, t, J=7.5Hz), 3.73 (3H, s), 5.25 (1H, s), 6.76-6.80 
(2H, m), 6.99 (2H, d, J=8.6Hz), 7.09-7.16 (3H, m). 
##0ij4 5 n a-2,3-S?fc KP-2, 2-*J * ^/W-IH-^T is^f-l-fris 

###J2 1 tmWi<DJjm*m^X, Han-u-^t Kp-IH— f yr^-l- 
5 ^-^^b^M^-a-^^r^fCo iR^ 55% 0 

l H NMR (CDC1 3 ) 1.24 (6H, s), 2.96 (2H, s), 7.37 (1H, d, J=8. 0 Hz), 7.55 
(1H, dd, J=1.8 Hz, 8.0 Hz), 7.72 (1H, d, J=l. 8 Hz). 

###j|4 6 4-[(6-^ n a-2, 3-v>t: Ko-2, 2-i? * ^;V-m-^ ^x^-W^) 
10 ^-^^]^>"^>'7 p n^>-^^^7U 

##0ij2 3 il^^<D^feSrffiV^T, 6-^ n n-2,3-v?t Kn-2, 2-v 5 ^ 
-1H-- T ^^^-1-^-^^b 6-2 nv-2,3-i?t \?u-2,2-i?*^;V-m-s( 

15 -2, 2-v^ J-fr-lH-'f is*f V-l-^^^feOlIX^ 26% 0 

l H NMR (CDCI3) 1.11 (3H, s), 1.22 (3H, s), 2.60-2.71 (3H, m) , 2.80 (1H, d, 
J=15. 5 Hz), 2.92 (2H, t, J=7.5Hz), 3.68 (3H, s), 5.23 (1H, s), 6.96 (2H, 
d, J=8. 6 Hz), 7.11-7.22 (5H, m). 
20 ##M4 7 4-[(6-^ n 0-2,3-^ t K n-2,2-v^ ^VU-1H— f yf^-K/V) 

-ih-y ^-i-^ ;v) u /<i^m^ ^^^hmmi^^^n 

fc a l&m 99% Q 
25 ?fi^ 0 

*H NMR (CDClj) 1.11 (3H,s), 1.23 (3H, s), 2.66-2.71 (3H, m), 2.80 (1H, d, 

J=15. 5 Hz), 2.94 (2H, t, J=7.5Hz), 5.24 (1H, s), 6.96 (2H, d, J=8.6Hz), 
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7. 11-7.22 (5H, m). 

#%0ij4 8 2,3-^t: Kn-2,2,6-h V t^JV-VA-' ( ^ff-l-** 

#%#j2 i tmm^m^m^x, 2,3-^t Kn-e-^^-iH-^i/x^-i- 
x-^frbmmik'&m&mto 49% D 
5 mvto 

'HNMR (CDCI3) 1.23 (6H, s), 2.40 (3H, s), 2.95 (2H, s), 7.31 (1H, d, J=7. 8 
Hz), 7.41 (1H, dd, J=l. 0 Hz, 7. 8 Hz), 7.56 (1H, s). 

#%M4 9 4-[(2,3-^fc Kn-2,2,6-h V tfsU-m-' ( As)** 

10 ##0!|2 3 tmm<D^mtm^^X,2,3-J\i Kn-2,2 ( 6-f V **f->V-m-' ( V 
"r^-l-d-^frb 2,3-^ Kn-2, 2, 6- hJI ^ f /WIH-^ yfy-l-^-^SrH 

tc 0 z.ti&&nmi kmmvxm&m^x 4-t kp^^^^b^^ 
^tss-a-s^ mMik&w*ntc.o 2,3-^t Kn-2, 2, 6- b y^^/wiH— 

T^-l-^^^b^JlX^ 44% 0 

15 *nm„ 

*H NMR (CDC1 3 ) 1.11 (3H,s), 1.22 (3H, s), 2.29 (3H, s>, 2.63 (2H, d, J=7. 4 
Hz), 2.68 (1H, d, J=15. 3 Hz), 2.81 (1H, d, J=15. 3 Hz) , 2.92 (2H, t, J=7. 4 
Hz), 3.68 (3H, s), 5.25 (1H, s), 6.98 (2H, d, J=8.6Hz), 7.03-7.15 (5H, 
m). 

20 ###!J5 0 4-[(2, 3-i^t Kn-2, 2,6- I> V tf-JV-m-J ls*f 

&nM5 tmmvxm&m^r, 4-[(2,3-v j t Kn-2, 2, 6- hv * ^-^-w- 

3* 78% 0 

25 mvto 

X H NMR (CDCI3) 1.11 (3H, s), 1.22 (3H, s), 2.29 (3H, s), 2.66-2.71 (3H, m), 
2.81 (1H, d) J=15. 3 Hz), 2. 93. (2H, t, J=7. 5 Hz), 5.25 (1H, s), 6.99 (2H, 
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d, J=8. 6 Hz), 7.06-7.16 (5H, m). 

WT*-##M 5 1-13 6 Sttf-To #£*f3LftWl§-a\ X H NMRliM^ n P 

5 ###| 5 1 (2-^-71^ U ^-4-> f ^ ~/k) ^ ^ y —A" 

2-7;l/tn^yX7;Wft K (1.0 g N 8.1 ramol) SrDMF (20 mL) K^fl? U 
^■/l^* U ^ (2. 0 mL) N ^^*y»^A (l.l g x 8.1 mmol) ^r*P^7c^. 80°Cl? 2 

io mmmBvtio mm^^v *^*7A^ p^f^77^- (^^if-^/ii^ 

^7^=98: 2—60:40) T*3»^ b?fi^?r#7c:„ ^ <7}}fltM^£r 7< * / -^(20 mL) 
te*#U TK^fbfS 9 m-7- b y *A(613 mg x 16.2mmol)^Bx.7c^, M.T* 3 

mmmmv, mmit^m (474 m g , vy>m 30%) 



^NMR: 3.00 (4H, t, J=4.6), 3.98 (2H, t, J=4.6), 2.83 (2H, t, J=7.8), 

4.81 (2H, s), 4.97 (1H, s), 7.14-7.30 (4H, m). 

##i5 2 [2-(v-^ n^^^k^-^v-)^^=/U]^ ^y— 7k 



20 f-y t K (1.0 g s 8.2 mmol) &DMF (10 mL) U 

v^^^/U (1.76 mL x 16.4 mmolh TK^b^ h V !>A(394 mg % 9.8 mmol) £r 

(^^f-^/^oi^/^=l00:0~90:l0) L#Jtfc^<H#fc 0 r^^fi^Sr 



15 
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/K10 mL)fc*#U 2k3fcflS« 5 M7 *A(620 rag, 16.4 mmol) & 
25%) £r#fc„ 

5 rnvto 

l H NMR: 1.61-1.93 (8H, m), 2.46 (1H, t, J= 6.5), 4.65 (2H, d, J= 6.5), 
4.83-4.87 (1H, m), 6.86-6.93 (2H, m), 7.20-7.26 (2H, ra) . 
##0«J5 3 (2-* h^iy? * 9 J —A- 




mmik&m&mc* 79%„ 

*H NMR: 2.29 (1H, t, J= 6. 6), 3.87 (3H, s), 4.69 (2H, d, J=6.6), 6.88-6.97 
(2H, m), 7.26-7.31 (2H, m). 
15 ###15 4 (2-^y7*h^i/7x=;V)/^/- ;V 



##M5 2 tmm^m^m^x, tyw/^t KiAft^y^a> 

b^M-fb-a^fc^fco Jfc^ 61%. 

20 X HNMR: 1.05 (6H, d, J= 6. 7), 2.04-2.18 (1H, m) , 2.36 (1H, t, J= 6. 5), 3.79 
(2H, d, J=6.4), 4.71 (2H, d, J= 6. 5), 6.85-6.96 (2H, ra), 7.22-7.28 (2H, 
in). 



cc 




OH 
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6 



5 ^NMR: 1.36-1.45 (3H, m), 1.54-1.61 (3H, m), 1.75-1.82 (2H, m) , 1.96-2.01 
(2H, m), 2.53 (1H, t, J= 6.6), 4.34-4.39 (1H, m), 4.68 (2H, d, J= 6.6), 
6.88-6.93 (2H, m), 7.21-7.24 (2H, m). 
##M5 6 (2-4 y7vtf*-isy=.^A')* ZS—JV 



CC 

h,cA 



CH 3 

a»6>«*flS#»*#fc. flXSP 73%„ 

l H NMR: 1.37 (6H, d, J= 6.0), 2.48 (1H, t, J= 6.6), 4.61-4.68 (3H, m), 
6.87-6.94 (2H, m), 7.22-7.26 (2H, m). 
15 ##M5 7 [2-(f f 7 t 7 7 f ^f^) 7 ^ ; -/v 




fh7t KP7 7^bfM^^Hfc„ 4*4* 37%„ 

20 'H NMR: 1.70-2.15 (4H, ra), 3.24 (1H, brt), 3.82-3.98 (3H, m), 4.11-4.16 
(1H, ra), 4.25-4.35 (1H, ra), 4.55-4.77 (2H, m), 6.87-6.97 (2H, ra), 7.23-7.28 
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(2H, m). 

###15 8 [3-(^ Y*i/)7 ^-fr]* & S —fr 

H 3 C' 0 -' 0 YV^OH 



5 7l^~^/^b^Mft^£#7c 0 IR^ 50% o 

^NMR: 1.68 (1H, brt) , 3.48 (3H, s), 4.68 (2H, s), 5.19 (2H, s), 6.95-7.06 
(3H, m), 7. 26-7. 31 (1H, m) . 

#%#J 5 9 (2- fc°^ V v 5 X- W ^7 3i —/I') ^ / — jV 
10 ^ 

#%#J5 1 £|5HH<a7J2fe£r;iV^T, 2-7;^n^yX7^rt K£ V-^V v 5 
*JHflS'£%&«r : »fco flX^ 55%„ 

X H NMR: 1.54-1.62 (2H, m) , 1.72-1.79 (4H, m), 2,92 (4H, t,. J= 5. 1), 4.81 
15 (2H, s), 6.07 (1H, brt), 7.04-7.42 (4H, m). 

###16 0 [3-(4-^ n n ^ 7 — /I^ 



1 J H J 

or 

###!j2 3 ^li^O^^r/B^T, 3-(4-^nn7x/^v')'<yXT^ft 
h*frbmMib&M&ntc 0 HX^ 86%„ 
20 ?ft^ 0 

*H NMR: 1.67 (1H, t, J= 4. 7), 4.68 (2H, d, J=4.7), 6.90-7.12 (5H, m) , 
7.26-7.36 (3H, m). 

###|6 1 [3-(4-7« h x / ^J/) 7 ^ ^ y ^ 
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5 ^NMR: 1.70 (1H, t, J= 4. 7), 3.81 (3H, s), 4.64 (2H, d, J= 4. 7), 6.85-7.05 
(7H, ra), 7.26-7.31 (1H, m). 

#%0tj6 2 [3-(4-7;^p 7 x y df- v') 7 x ^ $ J— >V 

3-fc Kndr^y^;l/7;l/3-/l' (3.0 g > 24.6 ramol) Sri, 3-S?7< 
10 (50 mL) U 4-7n ; &7;^D-<yf y (6. 5 g, 36.9 

mmolK !)is(2.0g, 14. 8 mmol) N 8-3f y JJ y — (71 mg N 0. 5 mmol) „ 

iS^rjmtmCl) (49 mg, 0.5 mmol) &MZ.1t&^ 150X:X' 2 0 HHJi# Lfc. S 

jSSr^y *W7A^o-7 h^^7-r— (■^^-^y/@^^^^-/^=90:l0~ 
15 80:20) T?*&KU (0.98 mg, lfc*5 18%) £#fc 0 

l H NMR: 1.64 (1H, t, J= 6.0), 4.67 (2H, d, J= 6. 0) , 6.87-7.09 (7H, m), 
7.26-7.34 (1H, m). 




3-t Kn^y^^XT^rtK (1. 0g s 8. 2 mmol) ^^nn^^7 (50 mL) 
(4-^f^7x^) ^ny8(2.2g, 16.4 mmol), MJ =^^?VT 
(5.7mU 41.0 mmol), *5 <fc tfSESNB (II) (1. 5 g, 8. 2 mmol) &fiQx.fzLl&^ 
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7A^O-7f^77^- (-^U-^/g^^^lOO: 0~70:30) Titi!* U 
mmfc&yn (324 mg N JR^ 19%) &#fc 0 

HINMR: 2.34 (3H, s), 6.93 (2H, d, J=8.5), 7.18 (2H, d, J=8.5), 7.23-7.28 
5 (1H, m), 7,41-7.58 (3H, m), 9.94 (1H, s). 
###J6 4 3-7x/^rv'7-i?h7x/y 



^a^^^^S^^l^^fCo 14% c 

io mvt 0 

X H NMR: 2.58 (3H, s), 7.02 (2H, d, J=7.6), 7.12-7.26 (2H, m) , 7.34-7.45 
(3H, m), 7.57-7.69 (2H, m). 

##^3j6 5 3-(t°y v^w/i't^^^yxr/vft k 



15 3-fc Kn ^v'^i/vVl'TVl'S — As (1.0 g> 8.2 mmol) £rfc°!)^:/ (20 mL) 
IH^b^-^P^^y^y (1. 6 g N 9.8mmol)^^^7 !) !7 ^ (2. 3 g % 16. 4 mmol) 



iis»a:^-/u-cttWbfc. mm&z/y*? 

20 ;l/*7 n-^ Y^yy^— (-^l^/g^^/l^lOO: 0—70:30) TMMRU 

m.m\\L-&m u. o m g , ir* 6i%) &#fc D 



^NMR: 6.97-7.08 (2H, m) , 7.35-7.45 (1H, m), 7.57 (1H, dd, J= 1. 7, 7.7), 
7.65-7.79 (3H, m), 8.10-8.20 (1H, m), 10.01 (1H, s). 
25 ###16 6 ' [3-(lf U ^y-2-<^t^^) 7x=^] ^ ^ y 





SrJPfcfcSK 90«C-ei 0#|fflJB#Lfc„ $bmbi(II) (1.6g. 20.5mmol) 



m^ 0 
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Cr°TX' 



OH 



L H NMR: 1.89 (1H, t, J=6.0), 4.70 (2H, d, J=6.0), 6.92 (1H, d, J= 8. 3), 
6.97-7.07 (2H, m), 7.15-7.20 (2H, m), 7.38 (1H, dd, J= 7. 8, 7.8), 7.65-7.74 
(1H, m), 8. 18-8. 20 (1H, m). 

$%i6 7 [3-(3-^=/^driX)7^^^]^^/— /U 



u^^rv ~^frtbmm<k&m&ntc 0 i9% 0 

Wo 

L H NMR: 1.67 (1H, t, J= 6. 0), 4.68 (2H, d, J= 6. 0), 6.62 (1H, dd, J= 1.5, 
3.2), 6.85 (1H, dd, J= 1. 5, 5.3), 6.92-6.98 (1H, in), 7.06-7.10 (2H, in), 
7.24-7.34 (2H, m). 

###J6 8 [3-(2-f x^^t i/) 7 1 ^ ^ / 



l HNMR: 1.65 (1H, br), 4.68 (2H, s), 6.55 (1H, dd, J= 2. 6, 2.6), 6.75-6.90 

(3H, m), 7.06-7.14 <2H, m), 7.21-7.32 (1H, m). 

#ti6 9 4-[3-(t KndriX^^7^)7^y ^rv'jTir f7x/y 





WO 2005/051373 



PCT/JP2004/017996 



OH 



3-fc }?xi*S<"<^'-$?/UT As (894 mg, 7.2 mmol) &DMF (50 mL) \£&M 

4-7^tP7th7x;y (1.0 gs 7. 2 mmol), #^;*/ V $ J* (995 mg. 7.2 
mmol) *MZ-tc'iks lOOTCTfl 4 B#(fS!if # bfc c S^^tK^Hx., ifflfcE.^ 

^77^ (— ^1^/@^^/V=100:0~70:30) T*t^b> SM-fb^ 
(0.29 g. Jfc4* 17%) &#fc„ 



*H NMR: 1.90 (1H, brt), 2.57 (3H, s), 4.72 (2H, d, J= 3. 9), 6.95-7.00 (3H, 
10 m), 7.09 (1H, s), 7.19 (1H, d, J= 7. 5), 7.39 (1H, dd, J= 7. 8, 7.8), 7.94 
(2H, d, J= 8. 9) . 



15 n^ry—;^h^mit^%i^ntL 0 39% c 

l H NMR: 2.00 (1H, br), 4.72 (2H, s), 6.82 (1H, d, J= 3. 8), 7.17-7.26 (3H, 
m), 7.30 (1H, s), 7.40 (1H, dd, J= 7.8, 7.8). 



m<k&fy&ftit 0 >&m 40% o 




20 




l H NMR: 2.32 (3H, s), 6.81-6.96 (4H, m), 7.19-7.25 (1H, m), 7.38 (lH, dd, 
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J= 7.8, 7.8), 7.44-7.55 (2H, m), 7.39 (1H, dd, J= 7. 8, 7.8), 7.86 (1H, d, 
J= 7.3), 8.20-8.22 (1H, m). 

###J7 2 l-[3-(^a^^f;W7x/^^]t7^ 



5 l-(3-^^7x/ *r%s)7-7& 1^(500 mg % 2. 1 ramol) Sr^yy MJ7;Vt 
]) K (30raL)^^fb. N-^o^E-^^ i/^^ ^ K (417 m g> 2. 3 mmolK 2,2' - 
Tl/\?* (^y7f-n=MJ;l/) (10 m g> 0.06mmol) <S:in^fc^ N lOO^^M 

NFr B m#bfc 0 s^&^oiu mmmm\,tc 0 mmzisyx? 1 ^*?^?* 

h^yy 4— (^^-^^/@^^^^^=100:0~90:10) ^ftM L> SS^-g^ 
10 (481 mg N IR^ 73%) Sr#fd 0 



MlNMR: 4.43 (2H, s), 6.80-7.70 (8H, m) , 7.85-7.92 (1H, m), 8.11-8.28 (2H, 
m). 

##M7 3 2-7^/ ^rv-T-fe h^^/ ^ 



2-7;l/tn7t h7x/y(2.0nig, 14. 5 ramol) &DMF (50 mL) ? ^ 

S—jU(1.4g, 14. 5mmolK )%m* V !7A(2.0 g> 14. 5 mmol) Sr^fc^, 120^ 
T*7B#F£jf#bfc 0 SJ&$e^7k&*P;t> gm^^T'ftJtti Lfc 0 ttttS^^r^ 

20 @£^^v^=100:0~85:15) -CiftMb, mM<t^ (2. 0 g, I» 65%) £r#fc 0 

J H NMR: 2.65 (3H, s) , 6.91 (1H, d, J= 8. 4), 7.01-7.04 (2H, ra) , 7.11-7.25 
(2H, ra), 7.35-7.59 (3H, m), 7.83-7.86 (1H, ra). 




15 




WO 2005/051373 



PCT/JP2004/017996 



216 




-g-fclSr-ftfc. IRS* 92% 0 

5 ^NMR: 1.53 (3H, d, J=6.6), 2.21 (1H, d, J= 4. 5), 5.18-5.21 (1H, m), 6.84 

(1H, d, J= 8.7), 6.96-7.36 (7H, m), 7.46-7.55 (1H, m). 
#%0ij7 5 l-(3-7^y /!✓ 




##0>J2 3 irl^^l^feSr^v^T. 3-:7^y ^riXTi? b^^y va^^Sfb 
10 £^5&#fc 0 41% c 

X H NMR: 1.48 (3H, d, J= 6. 3) , 1.82 (1H, br), 4.87 (1H, q, J= 6. 3), 6.90 
(1H, dd, J= 2.4, 8.1), 7.00-7.13 (5H, m), 7.26-7.36 (3H, m). 
##i7 6 2-(3— TV -f n \f JV 7 xy^ri/)^ ^ XT /Wft K 

cc° 

15 °* 

2-7/I/tP^yX7^ft K(1.0 mg, 8.1 mmol) &DMF (20 mL) 
S-^y/olf^iy-^d.lg^ 8. 9mmolh #<^# J> £ ^ (1. 1 g> 8. 1 mmol) 
&MZ-1t&^ l80 , C-e5^IW^-<^o«SrRSItbfc„ S^^tK»^ n *BI* 

^-ettfflbfco temm&&m&, mmmffivtco 

20 n^? h^^^-f — (^1^/@^^^A'=100:0~70:30) T?ttJR U ^JB^^ 
^ (1. 1 g, IR^ 57%) £#fc 0 

Wo 
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HiNMR: 1.24 (6H, d, J= 7. 2), 2.89-2.93 (1H, m), 6.84- 6.97 (2H, m), 7.05 
(1H, d, J= 7. 5), 7.14-7.32 (3H, ra), 7. 46-7. 50 (1H, m), 7.93 (1H, dd, J= 
1.8, 7.8), 10.54 (1H, m). 

##0ij7 7 [2-(3-^ Vzfn t°/U7 J *ci/) 7 * # J — >V 

CC" 

5 °* 

;^ft Yfrbmmit&m*m^o &m S2% 0 

l H NMR: 1.24 (6H, d, J= 6. 9) , 2.07 (1H, t, J= 6.0), 2.84-2.93 (1H, m), 4.76 
10 (2H, d, J= 6. 0), 6.75 (1H, dd, J= 0. 9, 2.4), 6.77-6.90 (2H, m), 6.98 (1H, 
d, J= 7.8), 7.09-7.14 (1H, m), 7. 22-7.27 (2H, m), 7.44 (1H, dd, J= 1.5, 
7. 2). 

#%^nj7 8 2-(4— r yy* ^7*;^v/)^yX7;i/ft k 

cc° 

) 

H,C~ CH, 

15 ###J7 6 tm%k(Djjfe*m^X, 2-7;l/tn^yX7;l'7 f tKi4-'fy^ 
a M°;V7 ^ ; —;\sfrbmmk&m$:%t^ 0 JR* 5l% 0 

l HNMR: 1.26 (6H, d, J= 6. 9) , 2.90-2.95 (1H, ra), 6.89 (1H, d, J= 8. 1), 6.99 
(2H, d, J= 8. 7), 7.13-7.26 (3H, ra), 7.46-7.52 (1H, m), 7.93 (1H, dd, J= 
20 1.5, 7.5), 10.54 (1H, s). 

7 9 [2-(4— (■ y/n * ? J —)V 
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5 l HNMR: 1.24 (6H, d, J= 6. 9), 2.10 (1H, t, J= 5. 4), 2.85-2.95 (1H, ra), 4.75 
(2H, d, J= 5.4), 6.83-6.94 (3H, m), 7.07-7. 23 (4H, m), 7.43 (1H, dd, J= 
1.5, 7.5). 

#%^J8 0 2-(2-7;^n7i/^i/)^yX7;l'ft K 

CC 

) 

^ ; -jvfrhm.m\L&m*mz. 0 nx^ 7i%„ 

l K NMR: 6.84 (1H, d, J= 8. l) , 7.02-7.26 (5H, m), 7.48-7.53 (1H, m), 7.93 
(1H, dd, J= 1.8, 7.85), 10.53 (1H, s). 
15 #%#|8 1 [2-(2-7^t P 7x ; ^ V) 7 x=^] ^ ; -/I' 

"OH 




cc 

"6 



##i2 3 kmffi<Dj3fe : km\<^X, 2-(2-7/VtP7iy ^r^)^yX7^7 
t K^e>^S{fc^Sr#fc 0 flx* 90% o 

20 *H NMR: 2.07 (1H, t, J= 4. 5) , 4.75 (2H, d, J=4.5), 6.80 (1H, d, J= 8. 1), 
6.92-7.14 (5H, m), 7.21-7.27 (1H, m), 7.45 (1H, dd, J= 1.5, 7.5). 
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##0!l8 2 2-(2— f yzfu ^7i/=^v')^yX7;l'7t K 



oc° 




###J7 6 kmm&Jjfe&m^X, 2-7>V*w<^XTJ\'7 s \i K£2-> < 

5 mvto 

X H NMR: 1.23 (6H, d, J= 6.9), 3.23-2.28 (1H, m), 6.75 (1H, d, J= 6.9), 
6.89-6.92 (1H, m), 7.10-7.22 (3H, m), 7.38-7.49 (2H, m), 6.94 (1H, dd, J= 
1.8, 7.8), 10.62 (1H, s). 



L HNMR: 1.24 (6H, d, J= 6. 9), 2.09 (1H, t, J= 6. 6), 3.22-2.31 (1H, m), 4.82 
15 (2H, d, J= 6. 6), 6.68 (1H, dd, J= 0. 6, 8.1), 6.81-6.83 (1H, m), 7.04-7.22 
(4H, m), 7.34-7.37 (1H, m), 7.43 (1H, dd, J= 1.5, 7.5). 
###18 4 2-(3-7/^n 7cr.y =3r^)-0-XT/^t K 



CC 




OH 



10 




20 p^^y— /u^bmmit^^tco w 93%„ 
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*H NMR: 6.75-6.91 (3H, m), 6.98 (1H, d, J= 8.4), 7.23-7.37 (2H, m), 
7.54-7.59 (1H, m), 7.95 (1H, dd, J= 1.8, 7.8), 10.45 (1H, s). 
8 5 [2-(3-7;^n7x/^i/)7i=;V]^/^ 

t K3ft»6*«<t:^**»fc. flR* 93%„ 

^NMR: 1.94 (1H, t, J= 5. 1), 4.51 (2H, d, J= 5. l), 6.64-6.82 (3H, m), 6.93 
10 (1H, d, J= 7.8), 7.17-7.32 (3H, m), 7.49 (1H, d, J= 7.5). 

cc 

P7x7 — ^*»fe*«^-fr*f«r#fc. 75% 0 

15 mi*. 

l HNMR: 6.79 (1H, d, J=8.4), 7.13-7.26 (5H, m), 7.40-7.52 (1H, ra), 7.94 
(1H, dd, J= 1.5, 7.5), 10.61 (1H, s). 

##0jJ 8 7 [2-(4-^/l^^-n 37^/ *r*/)r7 ^~)V\* $ J—JV 

CC OH 
1 



20 ###J2 3 irlPJUSorfrScSrJB^Tx 2-(4-7;^P7x7^^)^yXT/I/f 
t K^&StJB^WSr^fco 88%„ 
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l HMR: 2.11 (1H, t, J=4.8), 4.82 (2H, d, J= 5. 1), 6.74 (1H, d, J= 8. 1), 
7.01-7.26 (6H, m), 7.45 (1H, dd, J= 1.5, 7.2). 

###U8 8 {3-[4-( h V 7 jVJrvi a^J *ls~\y^ — ;VM Z J— As 



'HNMR: 2.07 (1H, br), 4.67 (2H, s), 6.95-6.96 (1H, m), 7.05-7.03 (3H, m), 
10 7.16 (1H, d, J= 7.5), 7.36 (1H, dd, J= 7.8, 7.8), 7.56 (2H, d, J= 8.4). 



15 mvt* 

^NMR: 0.95 (3H, t, J= 7. 2), 1.58-1.70 (3H, ra)., 2.57 (2H, t, J= 7. 5), 4.65 
(2H, d, J= 5.7), 6.89-7.08 (7H, m), 7.30 (1H, dd, J= 7.8, 7.8). 
9 0 [3-(3, 4-v ! ^D07x/^^)7x = /V]7^y- >V 



20 ###!I6 2 tmWiOjjfe&m^X, 3,4-v^ n P7i/- /UhZ-^v*^^ 

'HNMR: 1.81 (1H, br), 4.69 (2H, s), 6.84-6.95 (2H, ra), 7.03-7.17 (3H, m), 
7. 32-7. 39 (2H, ra) . 
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##0ij9 1 3- [3, jVjrn-A-tZ-ry^sV?. b^^)7i^V]yD^y 



3, 5- v> 7 J^Hr n-4-t Kndf v"< Vi? n ^ ^g^^vl^ (200 mg N 0. 87 nunol) 
5 &DMF (10 mL) U 2-(^n ^ ^/U) t7 * (212 mg % 0.96 romolK 

?A(132 mg N 0.96 mmol) Sr^x.^, 4 tiffflMW bfc„ KJfc 

Srv-U XV/y*? J*? P-v h^77^ (^drih^/@^^ai^/k=100:0~ 
80:20) -CJfcSlU 3*SflS-B*4& (298 ra g> Jfc* 93%) £r#fc„ 



HINMR: 1.21 (3H, t, J= 7. l), 2.56 (2H, t, J= 7. 7), 2.85 (2H, t, J= 7. 7), 
4.11 (2H, q, J= 7. 1), 5.29 (2H, s), 6.71-6.74 (2H, m), 7.46-7.50 (2H, m), 
7.59 (1H, dd, J= 1.5, 8.6), 7.82-7.86 (4H, m). 

##0119 2 3-[3,5-v ; 77^^-i3-4-(2-^7^/l'P< h ~7 x.-tVl'fxis^ 

15 & 



20 l HNMR: 2.63 (2H, t, J= 7. 5) , 2.86 (2H, t, J=7.5), 5.29 (2H, s), 6.70-6.77 
(2H, m), 7.46-7.49 (2H, m), 7.59 (1H, dd, J= 1.0, 8.6), 7.82-7.86 (4H, m). 
##0119 3 3- [3, 5-Z?y/Ujru -4- (l—jryf-ji,* Y ^vO "7 ^~?V\-?xi 




OEt 



10 
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OEt 



92%. 



*H NMR: 1.22 (3H, t, J= 7. 1), 2.57 (2H, t, J= 7. 7), 2.85 (2H, t, J= 7. 7), 
4.12 (2H, q, J= 7. l), 5.56 (2H, s), 6.70-6.77 (2H, m), 7.40-7.61 (4H, m), 
7.86 (2H, dd, J= 7.7, 7.7), 8.27 (1H, d, J= 8.3). 

#3§-#iJ9 4 3-[3,5-^7/^n-4-(l-^7^^p« h^v')7x=;H/o^y 



##0!J 5 t mm^m^m^^X, 3-[3,5-^^/^C2-4-(l-^^^^^ 

^)y^^j^^uy<^m^^^hmmit^^ntz.o nx^ 70% o 
m& iii-ii2 o c(^^^-/^— ^=^f-^^e>S5fe^) 

15 'HNMR: 2.65 (2H, t, J= 7. 5), 2.87 (2H, t, J= 7. 5), 5.57 (2H, s), 6.72-6.79 
(2H, m), 7.41-7.61 (4H, m), 7.86 (2H, dd, J= 7. 6, 7.6), 8.27 (1H, d, J= 
8. 3) . 

###19 5 3-{4-[(5-^ n O-Myyf /l')^ h ^v<]-3, 5-^Z7/U 



##i9 1 <i:R^O^•fe^ffiV^•r.3,5-v?^/^^-^-4-t Kn^^^if^^ 



5 



10 & 
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^Sr^fdo ®.m 90% o 

r H NMR: 1.24 (3H, t, J=7.2), 2.58 (2H, t, J= 7. 7), 2.87 (2H, t, J=7.7), 
4.12 (2H, q, J= 7.2), 5.31 (2H, s), 6.72-6.78 (2H, m), 7.34 (1H, dd, J= 
5 2.0, 8.6), 7.55 (1H, s) , 7.76 (1H, dd, J=8.6), 7.98 (1H, d, J= 2. 0). 
#%#I9 6 3-{4-[(5-^ aD-My/f xy-3-^;>)^ h 3^]-3, 5-^7/1^ 
3r n 7 = 7 W ^ a ^ @£ 



##Fll5 i:IU;|il<£>^2fc<lr/BV^ N 3-{4-[(5-^ n n-1— <^y^-^^-3— f/^) 
10 b^;X]-3,5-^^7^T3 7^^/W^nyN 0 ^^^/u^f 3 ^S'fb:'a-%^#7 v c 0 
83% 0 

gjj^ 164-165°C(^^^-^— ^^fy;4^S^) 

'HNMR: 2.65 (2H, t, J= 7. 4), 2.89 (2H, t, J= 7. 4), 5.32 (2H, s), 6.75-6.78 
(2H, m), 7.36 (1H, dd, J= 2. 0, 8.6), 7.55 (1H, s), 7.76 (1H, dd, J=8.6), 
15 7.97 (1H, d, J= 2.0). 

##M9 7 (E)-3-(2,5-v ? 7/U^-i3-4-7< h ^ ~JV) T ? ]) ;V^k=r.^-;V 



i/n^kr? v ^m^T-si'frbmmfc&yo&nfro urn 44% a 
20 mvto 

'HMR: 1.33 (3H, t, J=7.2), 3.91 (3H, s), 4.26 (2H, q, J= 7. 2), 6.36 (1H, 
d, J=15.9), 6.71 (1H, dd, J=6.9, 11.4), 7.25 (1H, dd, J= 6. 9, 11.4), 7.71 
(1H, d, J= 15.9). 

##M9 8 3-(2, 5-^7/^n-4-^ h *c *s7 ^—fr) y°vt /^WL^t^ 




s- 



OH 
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###ij4 i tmmcD^m^m^x. (e)-3-(2, s-^y/u^-u-A-^ y^i/-?*. 

5 4INMR: 1.24 (3H, t, J= 7. 2), 2.58 (2H, t, J= 7. 8), 2.88 (2H, t, J=7.8), 
3.85 (3H, s), 4.13 (2H, q, J=7.2), 6.66 (1H, dd, J= 7. 2, 11.1), 6.92 (1H, 
dd, J= 7. 2, 11. 1) . 

###|9 9 3- (2, SV^-U-A-M K P i/7 x / P ^V^xf /I, 



10 3- (2, 5-x^yjU^-u-4-?i h^iy? ^a^^^^^-zw (1.45 g % 5.9 

mmol) £r p p* (50 mL) b x 1M H^biS 5 u u * # 

^(7 mL) ^jJBx. N 0°CX' 4 B^jf # b7t„ £t*«£:$cJ±3i^ U ^m^^UU^ 

7i,^pvl>^77^- (^=¥1^/®^^^V1'=100:0~70:30) X*ffiBk U * 
15 JStt"^ (387 mg % HX^ 29%) ^r#fc 0 

'HNMR: 1.24 (3H, t, J= 7. 2), 2.58 (2H, t, J= 6. 6), 2.87 (2H, t, J=6.6), 
4.13 (2H, q, J=7. 2), 5.23 (1H, br), 6.70 (1H, dd, J= 7. 5, 10.5), 6.93 (1H, 
dd, J= 7. 5, 10. 5) . 

20 ##0!J1OO 3-{2, 5-^^/^13-4- [(3-7;ny *rl"<>V/U) jr*^7 x. =^ 
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39% 0 



5 X H NMR: 1.23 (3H, t, J= 7.2), 2.57 (2H, t, J= 7.8), 2.87 (2H, t, J= 7.8), 
4.12 (2H, q, J=7.2), 5.05 (2H, s), 6.67 (1H, dd, J= 7. 2, 10.8), 6.90-7.16 
(7H, m), 7.31-7.37 (3H, m) . 

##il 0 1 3-{2, 5-i?7/Uj- D-4-C (3-7^ / #i/-<^v ? /W^-=3rv'] 7 a: ~ 



#%M5 ^IWI^^mSrfflV^T, 3-{2, 5-^7/^ D-4-[ (3-7 ^7 ^S^V 

82-83°C(@^^^/^ ^t^b^i) 

»HNMR: 2.64 (2H, t, J= 7. 5), 2.89 (2H, t, J= 7. 5) , 5.06 (2H, s), 6.68 (1H, 
15 dd, J= 7.2, 10.8), 6.92-7.16 (7H, ra), 7.32-7.37 (3H, m) . 



3--7=^y (500 rag^ 2. 2 mraol). £ 10% i£/fb7kl?f * / — (lOraL) 

20 ^^T^t±ib^ 0 Mmm&m.mWi, mmmmvtc 0 M^fh7t kp7 

7^(20 roLMvI$gfi?U TkmiklZ ?mV ^!7^(144 mg x 6. 6 mmol) SrJiJx., 
Lfc D MffiMU mmit&M (370 mg, IR^ 78%) £r#fc„ 



10 
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X H NMR: 1.41 (1H, t, J= 5.4), 2.85 (2H, t, J= 6.6), 3.82-3.88 (2H, m), 
6.85-6.90 (2H, m), 6.96-7.03 (3H, m), 7.08-7.03 (1H, m), 7.24-7.36 (3H, 
m) . 

0 3 3- {3- 7 -4- [2- (3- 7 3i y ^i/7x=;i/)x h^-^y^^ 
5 /M/P/^^f/l' 



79% D 



l H NMR: 1.23 (3H, t, J= 7. 2), 2.57 (2H, t, J= 7. 8), 2.87 (2H, t, J=7.8), 
3.08 (2H, t, J= 6. 9), 4.08-4.21 (4H, ra), 6.76-7.13 (9H, m), 7.24-7.36 (3H, 
m) . 

1 0 4 3-{3-^/U^-a-4-[2-(3-7^y ^v-^^^/k)^ b^rv^]7rc^ 
15 ;V) ^n^^gg 



20 l H NMR: 2.64 (2H, t, J= 7. 8), 2.88 (2H, t, J= 7. 8), 3.08 (2H, t, J= 6. 9), 
4.19 (2H, t, J= 6.9), 6.83-7.12 (7H, m) , 7.24-7.36 (5H, m). 



3— K^<i>-^^ (2. 0g N 9. 7mmol) N 4-t Kn^^y^;l/7^3-;U (1.0 



o 




io mvto 
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g N 8. 1 mmol) „ V $ A (0. 67 g N 4. 8 mmol) „ ( I ) (0. 016 g> 0. 16 

mmol) 1^8-^/ U J — A- (0. 023 g, 0. 16 mmol) 

yvi?;^ (5 mu mm* 170 20 mmmn\^ti 0 Kj&wt&zmi^ mm 

5 7^ (^drih^/i^^^-/U=7:3) -CUtiSi U S®<fb^ (0. 12 g N Ifc^ 7%) 

41 NMR: 1.60 (1H, t, J=5. 8 ), 4.68 (2H, d, J=5. 8 ), 6.95-7.16 (5H, m), 
7.30-7.37 (4H, m). 

###11 O 6 3- [3- a -4- (4-^^ J ^r^^^-yjVisr^r^) 7 a^—tV]-? 

10 V2^>-^^f-jU 



zk^Lfc 3-(3-7/l^^-n-4-t Ka dri^^^^/W^n^^^^^^ (0. 19 g N 
0.88 mmol), (4-7 :c J ^c^Z? ^ $ J — JV (0.12 g. 0.58 mmoD&J;^ 

MJ7x=;l/*^7^fy (0. 23 g N 0. 88 mmol) ©rh7tKP77y (5 mL) m 
15 ^lcry'v ? 7J/W^^^v 5 ^^A (40% f> /Wn 0. 40 mL N 0. 88 mmol) *M 

pyy-t- {^y-^/mm^^s-z) tftut, mm^m (o. ie g . «x 

^ 71%) £fa^£UT#7c„ 
20 X H NMR: 1.23 (3H, t, J=7. 1 ), 2.58 (2H, t, J=7. 7 ), 2.88 (2H, t, J=7. 7 ), 
4.13 (2H, q, J=7. 1 ), 5.07 (2H, s), 6.81-7.04 (7H, m), 7.07-7.17 (1H, m), 
7.28-7.44 (4H, m). 

1 0 7 3-[3-7/l/to-4-(4-7i / ^My^Ut^^) 7i=/V]7° 
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JU(0. 16 g N 0.41 mmol) <03^9 J —A* (3 mL) ^WZ- 2 ^^TK^b^" h V *A 
(3 mL) SrflPx.. JB^*«rM-C 2 Bf F^if^ Lfc 2 
5 m (3 mL) SrJn*.. ftisf/i'-eiWlfc. ttlli^^TKSfc UfcfJK ftJBEftflg U 
fCo^jtSrS^^^u— ^*^va>fc?¥*NIU*Sfl:£'*J (0. 14g.iR^ 94%) 
&6£J&5fc£ UT#fc„ 123-125 TC. 

X H NMR: 2.62-2.69 (2H, ra) , 2.90 (2H, t, J=7. 6 ) , 5.07 (2H, s), 6.83-7.05 
(7H, m), 7.06-7.15 (1H, m), 7.31-7.42 (4H, ra). 
10 ##Ml 0 8 3- [4- (4-x b v^-^y ^ ^-3-7;^ o 7 x / n 




15 mt LT#fc D JR* 77% 0 

X H NMR: 1.23 (3H, t, J=7. 1 ), 1.41 (3H, t, J=7.0), 2.57 (2H, t, J=7.7), 
2.87 (2H, t, J=7. 7), 4.03 (2H, q, J=7. 0), 4.12 (2H, q, J=7. 1 ), 5.03 (2H, 
s) , 6. 76-6. 99 (5H, m) , 7. 34 (2H, d, J=8. 6 ) . 

0 9 3- [4- (4-^ h^^y^;l/t^rv')-3-7;^n7x=;l/]7o 

20 /<~ya& 




COOH 
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^ 80% o ®&/& 126-127 e C (J 

*H NMR: 1.41 (3H, t, J=7.0), 2.64 (2H, t, J=7.5), 2.88 (2H, t, J=7.6), 
5 4.03 (2H, q, J=7.0), 5.03 (2H, s), 6.84-7.90 (5H, m), 7.34 (2H, d, J=8.5). 
1 0 (4— T yyntf^Z/y^^;],)* $J — >v 



CH3 ^^Av^OH 

tK^T> WyT'n^^^yXT^fk K (0. 93 g, 5.6mmol) <D * * S — 
JV (20 mL) f h7t Fn|S5ithy^iv (0.32 g, 11 mmol) <D * 

10 (10 mL) ^m^px., m&vo*^m.x 4^mmwvtz. 0 ^m\^ 2 m. 

31^71^=7:3) -CfllU ^tmib-a-m (0.76g s J&sfs 81%) bT#7c 0 

l H MR: 1.33 (6H, d, J=6. 1 ), 4.55 (1H, quintet, J=6. 1 ), 4.61 (2H, s), 
15 6.85-6.91 (2H, m), 7.25-7.30 (2H, m). 

##Ml 1 1 3-[3-^7P^-C2-4-(4--r y^u y 



###|1 0 6 b n^<Djjfe^m^X^ 3-(3-^/l^^-p-4-fc \?u^*/7 

■^■m^^mb\^xnrzL 0 urn 80% o 

l HNMR: 1.23 (3H, t, J=7. 1 ), 1.33 (6H, d, J=6. 1 ), 2.57 (2H, t, J=7. 7 ), 
2.87 (2H, t, J=7. 7), 4.55 (1H, quintet, J=6. 0), 5.02 (2H, s), 6.83-6.98 
(5H, ra), 7. 30-7.36 (2H, m). 
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fc 0 Jfe* 79%„ 118.0-118.6 <C 0 

X HNMR: 1.33 (6H, d, J=6. 1 ), 2.65 (2H, t, J=7. 6 ), 2.89 (2H, t, J=7. 6 ), 
4.55 (1H, quintet, J=6. 0), 5.02 (2H, s), 6.84-6.98 (5H, m), 7.31-7.36 (2H, 
ra). 

io #%#Jii3 3-t Ka^i/-5-(^ f^fi/^ f^^)^SS^f;v 



fcJfrT* 3, 5-v> t= K P 'frS'SSf (14. 0 g, 83. 3 mmol) £5 J: I* N, N- 

^y^nfc>xf-;l/7^ y (11.0 g, 85. 0 mmol) ©v?^no^^y (100 mL) 
^^^ > ^ n n^^Vl^y ^vwn— tv^ (6. 84 g, 85. 0 mmol) 
- 15 5 mrnWiW \^tc 0 RJfcM&W&V? vu*?^ (300 mL) X*%r%l U ^$S® & 3% 

@^^^=4:6) T?«f»U mmfc&®> (7.74 g N HX^ 44%) LT 

20 l HNMR: 3.48 (3H, s), 3.90 (3H, s), 5.18 (2H, s), 5.35 (1H, brs), 6.76 (1H, 
t, J=2. 3 ), 7.19 (1H, t, J=2. 2 ), 7.27-7.29 (1H, ra). 
##0U 14 3-(t KP^ri/^f;l/)-5-(^ h^rv-y h^rV)7i;-/l/ 
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foifcT, frBikV ?'9J»TA'5.='9J* (l.80g, 47. 5 mmol) ©rhfU'n 
77^ (50 mL) 3-fc K»^-6-(^ b^rv^ 

(7. 74 g, 36. 5 mmol) ©7 f7t Kn77^ (50 mL) ii^STU fMT" 4 
5 B#H^#bfc 0 RfomWctefr (2mLK lSfeJcfifc-fb"*- f U !7 AtK^ (2 mLK 7k 
(7 mL) &mfcMZ.. £ bfc 2 H»mft#U RJSSa-fr*Sr*iBU £*c*r$&BE 

7^=5:5) Tit^U mmfc&m (4.46 g, IR* 66%) Sr^fc Ltifc, 
HlNMR: 2.34 (1H, brs), 3.46 (3H, s), 4.58 (2H, s), 5.13 (2H, s), 6.00 (1H, 
10 brs), 6.45-6.50 (2H, m) , 6.58 (1H, s) . 

1 5 [3-(^ b*r*>* h * V)-6-7 s y x^] ^ ^ y 



##{sji o 5 tmmvmm&m^x, 7*p^yfv^ 3-(t Ko^-^f 

/i^)-5-(^ h^v^ — ^36^fe*JB^*«r»^4S»t b-C#fe d JK 



l HNMR: 1.66 (1H, t, J=6. 1 ), 3.47 (3H, s), 4.63 (2H, d, J=6. 1 ), 5.15 (2H, 
s), 6.62-6.64 (2H, m) , 6.80 (1H, s), 7. 01-7. 05 (2H, m) , 7.09-7.15 (1H, m) , 
7.31-7.38 (2H, m) . 

1 6 3-(fc Kn =3rv^ =3-jV)-S--7 S ^cls? au S —;V 



[3-(^ hkf* h *^)-6-7 a / ^ S/7 ^ ^ y ^ (0.75 g, 2.86 




15 ^ 72%„ 



OH 
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mmol) <D=c? /—A* (10 mL) mW^^M (1 mL) Srflnx., 40 4 R$|!Bft 

7^- (^dr-9-^ / /^3.^/u=5:5) U mMit^ (0. 60 g x Ifc^ 96%) 

l HNMR: 2.28 (2H, brs), 4.60 (2H, s), 6.40 (1H, t, J=2. 2 ), 6.52-6.62 (2H, 
m), 7.00-7.05 (2H, m), 7.12 (1H, t, J=7.3 ), 7.32-7.37 (2H, m) . 
##0tJ 117 (3, 5-^:7 x/=arv'73: J. ? J —)V 



jv)-s-7^;*i/7^;-;vfcb^mik&m*$\yt%ob bT#fc 0 Jfc*s 7i%„ 

l H NMR: 1.65 (1H, t, J=6. 1), 4.61 (2H, d, J=6. 0 ), 6.60 (1H, t, J=2. 2 ) , 
6.72 (2H, d, J=2.2 ), 7.00-7. 05 (4H, m), 7.08-7.16 (2H,m), 7.30-7.38 (4H, 
m) . 

#til 1 8 [3-(2->f y^x=t \£;V7^; afv')7x=^]^ $ S — )V 



H/T^CH, 

r H NMR: 1.22 (6H, d, J=6.9), 1.65 (1H, brs), 3.27 (1H, septet, J=6. 9 ), 
4.66 (2H, s), 6.79-6.92 (2H, ra), 6.95 (1H, s), 7.04 (1H, d, J=7. 5 ), 
7.09-7.38 (4H, ra). 

#%M1 1 9 [3-(3->f y^cz \fjvy^.J *<y)7^=. >V\* $ S — >V 
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CH3 



*H NMR: 1.24 (6H, d, J=6. 9), 1.66 (1H, brs) , 2.89 (1H, septet, J=6. 9), 
5 4.67 (2H, d, J=5.4), 6. 79 (1H, m), 6.91-7.04 (3H, m), 7.09 (1H, d, J=7. 5), 
7.20-7.37 (3H, m). 

#;%0U 2 0 [3- (4— r evi^^y =c~m* & a* 

CH, 

##iio5 tmm^m&m^x^ 3-yn*^y^r^3-/vi 4-^ 

l H NMR: 1.25 (6H, d, J=6. 9 ), 1.65 (1H, brs), 2.91 (1H, septet, J=6. 9 ), 
4.66 (2H, s), 6.89-6.97 (3H, m), 7.01 (1H, s), 7.07 (1H, d, J=7. 8 ), 
7.16-7.38 (3H, m). 

##Ml 2 1 [3-(2-7^^-n^^/ ^iX)^^=/W]y $ J>-;V 
15 F 

##0iJlO5 bW\m<Dj3%x%m^X- > s-^n^^y^r;^-;^ 2-7 

^NMR: 1.67 (1H, brs), 4.67 (2H, s), 6.90 (1H, dd, J=2. 4, 8.1), 6.99 (1H, 
s), 7.03-7.41 (6H, ra). 
20 #f{»Jl 2 2 [3- (3-7 /I' t o 7 i y =5r i/) 7 x = ^ ^ 7 

#%il0 5 £|^$l<^;#i!fc&J^T, S-^n^^^/KTV^-^i; 3-7 
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^NMR: 2.10 (1H, s), 4.70 (2H, s) , 6.67-6.72 (1H, m), 6.76-6.83 (2H, m), 

6.93-6.98 (1H, ra), 7.06 (1H, s) , 7.15 (1H, d, J=7. 5 ), 7.20-7.40 (2H, m). 

mnm 123 3-^ h * ^-2-* v ^ yxr ;ur t k 




b^^iMJ ^^T;l/ft K Cl.OOg, 6.02mmol) (3.33 
g, 24.1 ramol) <D N,N-^^f/V*/^7 5 K (10 mL) Jftg^.* 
^ (0.91 g, 7.22 mmol) &#Px., 60 5 H#IW««i Ufco KlSJl^Srftift 

10 ^WyA^Bvh^y?^ i'/lESfe^ ^v^=7 : 3) "eflHHU * 

Bfl^lfe (1.10 g N Jfc* 99%) Sril&tttti: Lt#fc, 

^NMR: 1.49 (3H, t, J=7. 1 ), 4.01 (3H, s) , 4.12 (2H, q, J=7.0), 7.07-7.16 
(2H, m), 7.41 (1H, dd, J=2. 3, 7. 1 ), 10.44 (1H, s). 
12 4 (3-^ h *c*S-2-* h ^i/7x=^) * 9 J 



15 



H3C 

H3C' 0 




OH 



t K*>6>*«fl:^***3R*fc U"C#fco flx* 84% 0 

»H NMR: 1.46 (3H, t, J=7.0), 2.21 (1H, brs) , 3.92 (3H, s), 4.09 (2H, q, 
J=7.0 ), 4.69 (2H, s), 6.89 (2H, td, J=l. 6, 7.8 ), 7.02 (1H, t, J=7. 8 ). 
20 #til 2 5 [3- (2-^ f ;l/7 x / ^ 7 1 = ^ ^ / 



CHj 
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^&/*TA'a~;l,frb&&4k&m&miRfak\^xnit 0 HX^ 43% 0 
l HNMR: 1.62 (1H, t, J=6.0), 2.24 (3H, s), 4.66 (2H, d, J=6. 0 ), 6.82 (1H, 
dd, J=2. 2, 8.0 ), 6.87-6.97 (2H, m), 7.03-7.22 (3H, m) , 7.23-7.32 (2H, m) . 
5 #%M126 [3-(3-^ f /V7 * / ^ V) 7 x=/l/] ^ ^ y 



y^7;V3-;^f)^Ift^«r)ll^ i b-C#fc„ Hx^ 51% Q 

X HNMR: 1.64 (1H, t, J=5. 6), 2.33 (3H, s) , 4.67 (2H, d, J=5. 8), 6.73-6.86 
10 (2H, m), 6.93 (2H, d, J=7. 8 ), 7.01 (1H, s), 7.09 (1H, d, J=7. 5 ) , 7.22 
(1H, t, J=7. 7 ), 7.32 (1H, t, 3=7. 8 ). 

2 7 [3- (4-^ "f-fr 7i/^^)7x * $ J 



15 y^T^a- /Ufrbmmit'g'Vo&fhWiyok bX#fc 0 J|X^ 59%„ 

l HNMR: 1.66 (1H, brs), 2.34 (3H, s), 4.66 (2H, d, J=5. 9 ), 6.88-6.94 (3H, 
m), 6.99 (1H, s), 7.06 (1H, d, J=7. 7 ), 7.14 (2H, d, J=8. 4 ), 7.30 (1H, 
t, J=7. 8 ). 

2 8 [3-(7^n^-2— Y ^Jr*c^)~7 ^~JV\* $ ; — ;V 



3-t Ko^^^^T^a-^ (2.00 g, 16. 1 mmol) (DTk^Kfc^ h V V -A 
(35 mL, 1.5 M) ^-ft^n (2.11 g, 17.7 mmol) 

tfit 24 mmmw^fro mj^m^-m^^^^^—T^xmrn^ 1.5 m * 





20 
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=5:5) t?»»U $tM4k&yo (0.82 g N Ifc^ 31%) t LT#fc c 

'H NMR: 1.67 (1H, t, J=5. 7 ), 2.52 (1H, t, J=2.4), 4.67-4.81 (4H, m), 
6.89-6.94 (1H, m), 6.97-7.01 (2H, m) , 7.26-7.36 (1H, m) . 
5 ##{SJ1 2 9 3-t Ko*^-2-^fA/$Sf »xf ^ 



Fn=3rv^-2-^^^SW^ (1. 00 g, 6. 57 mmol) (D^&S— fV (10 raL) 

mmzmm (o.ie g , 1.64 mmoi) 12 ^k^p^jissu^, 

T??fr*PU *iKO#ft«r«£E»3»eUfe«. 7K (30mL) «rJP*., b 
(1. 12 g, HX^ 95%) Sr#/c 0 

l HNMR: 1.39 (3H, t, J=7. 2), 2.46 (3H, s), 4.36 (2H, q, J=7. 1), 4.86 (1H, 
brs), 6.93 (1H, d, J=7. 3 ), 7.11 (1H, t, J=7. 9 ), 7.42 (1H, d, J=7. 7 ). 
15 ###!| 1 3 0 3-^ h*f-2-* f-JV&M.&Wt^f'Jl' 



CH3 O 

###IJl 0 6 tm^CO^j^m^X > 3-t K n ^'>2-^ f^StK^f 

s—^frhmmit&vti&ftivtvok LT#7t 0 ir* ss% 0 

^NMR: 1.39 (3H, t, J=7. 1 ), 1.44 (3H, t, J=7. 0), 2.43 (3H, s) , 4.04 (2H, 
20 q, J=6.9), 4.35 (2H, q, J=7. 1 ), 6.94-6.97 (1H, m), 7.17 (1H, t, J=7. 9), 
7.38 (1H, dd, J=l. 0, 7. 8 ). 

13 1 (3-^ }> drv^-2-^ ^tV"P zr. =-)V) ? # J —jV 




CH3 O 
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OH 



CH3 

frb%tmit&®*&&6rt£k tttto 95%„ 

X H NMR: 1.43 (3H, t, J=7.0), 1.48 (1H, brs), 2.24 (3H, s) , 4.03 (2H, q, 
5 J=7. 0), 4.70 (2H, s), 6.81 (1H, d, J=8. 1 ), 6.97 (1H, d, J=7. 5 ) , 7.15 
(1H, t, J=7. 9 ). 

1 3 2 3-fc K n*f-4r* ^-J^gS 



10 gffc'£4fe«:&6*&;fc£ LT#fc Q JR* 98% 0 

'HNMR: 1.38 (3H, t, J=7. 1 ), 2.30 (3H, s) , 4.35 (2H, q, J=7. 1), 4.91 (1H, 
brs), 7.18 (1H, d, J=7. 8), 7.46 (1H, s), 7.54 (1H, dd, J=l. 5, 7. 7 ). 
#%#J 1 3 3 3-^ h =¥^-4-p< ^vl^&^^^^Vl" 



15 ##M10 6 <k |SI«©^ifeSrffl^-C^ 3-fc Kn^V-^^vWSfc&fMI^ 
/l'£^*y>—/l'a>&*ffifb^& 5:6 UXifc. 96% c 

X HNMR: 1.39 (3H, t, J=7. 1), 1.44 (3H, t, J=7. 1), 2.27 (3H, s), 4.10 (2H, 
q, J=7.0), 4.36 (2H, q, J=7. l), 7.16-7.19 (1H, m), 7.47 (1H, d, J=1.4), 
7.55 (1H, dd, J=l. 5, 7.7). 

20 13 4 (3-^ h dr v--4-^ f/V7 =/k) ^ ^ / — 





o 
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15 tmm<Djjm&m^x, 3-^b#v-4-^^^s#^^^ 

*H NMR: 1.43 (3H, t, J=7. 0), 2.22 (3H, s), 4.05 (2H, q, J=7. 0), 4.64 (2H, 
s), 6.81-6.85 (2H, m), 7.11 (1H, d, J=7.4). 
5 ###113 5 3-{3-7/l'tP-4-[(3-7xy dr^>'^;l')t^v']7 3 : = 

n-^/UV J*(l. 6M^3r^ ^MW(2. 3mL, 3. 7mmol) ) fcVU 
7 ? y (0. 79mL, 5. 58ramol) <fc <9 f§ M b tz. N, N- v 5 ^ y ^ n fc° T ^ K <D 
THF(20mL)^^5r-70 < C^^*Pb. HJ6#I 1 1 T?# b thfcfc&m (1. Og, 2.53 
10 mmol) (DWF(5iaL)mm^mTLtz o mUX20^mmWWi.B^^?i ^1^(0. 39mL, 
0. 33mraol) ^Bx.fc c KJ&$e&-70°C-e 15 $ b ^SJBlT? 30 &mfflfcV1t 

m^mkTls^~VJ*j^m(ltoi)*M^tz. 0 S^^>M30inL)-C#gr$^ 

S^^Sr^^i: LT#fc (250mg, Ifc^25%) 0 
15 *H NMR: 1. 14(3H, d, J= 6. 7), 1.19 (3H, t, J=7. 1), 2.51-2.71 (2H, m), 2.92 
(1H, m), 4.08 (2H, q, J= 7. 1), 5.07 (2H, s), 6.75-7.02 (6H, ra), 7.05-7.21 
(3H, m), 7.30-7.39 (3H, m). 

###11 3 6 3-{3-7 7l^^- n-4-[(3-7 x. J *r is s< ^ Z? /U) ^^rf] ~7 a. ~ 

20 3-{3-7/U^-n-4-[(3-7 xj ^r^^<ls^/V)^r^-^ *7 x~/V}-2-* f-A^^xn. 
^^cc^/Kl27mg, 0. 31mmolK 2 ^^tHM^ h V V A7K^^(lmL)25.t)«^ 
^y-^(2raL)^>^^Sr, 60^CT? 1,5 R#|ifl8t#Lfc. S*&$ft*r*JfrU 
WCtttt i: j8E3KSr»JBE«* Ufc.SMSrJi/ft* w ^ (5mL) U 

25 fc 0 *S{b^**r»«4fei LT#fc(93mg, 78%) „ 

X H NMR: 1. 18 (3H, d, J= 6. 8), 2. 52-2.78 (2H, ra), 2.91-3.01 (1H, ra), 5.07 
(2H, s), 6. 78-7.05 (6H, m), 7.06-7.20 (3H, m), 7.28-7.35 (3H, m). 



WO 2005/051373 PCT/JP2004/017996 

240 

mMffll 3, JV* n-4-[ (3-7 i; * Y ^V]^^ 

5 90% o 

l H NMR (CDC1 3 ) 6 1.23 (3H, t, J=7. 1Hz), 2.57 (2H, t, J=7. 5 Hz), 2.86 (2H, 

t, J=7. 5 Hz), 4.12 (2H, q, J=7. 1 Hz), 5.08. (2H, s) , 6.68-6.78 (2H, m), 

6.92-7.01 (3H, m), 7.06-7.18 (3H, m), 7.29-7.37 (3H, m). 

io 3, 5- ^ n -4- [(3-7 ^ y =c~;v) * h^v-l^y^y/ 

##0ij5 tm%k(Djjm&m^T, 3, 5-i?7^tD-4-[(3-7x;^;/7x = 

m& 71-72 °c mm^^—^^^hnm^)o 

15 41 NMR (CDCI3) 5 2.64 (2H, t, J=7.5Hz), 2.87 (2H, t, J=7. 5 Hz), 5.09 (2H, 
s), 6.67-6.77 (2H, m) , 6.94-7.00 (3H, m), 7.09-7.19 (3H, m), 7.29-7.36 (3H, 
m). 

*H NMR (CDC1 3 ) 6 2. 58 (2H, t, J=7.4Hz), 2.86 (2H, t, J=7. 4 Hz), 3.66 (3H, 
s), 5.09 (2H, s), 6.84 (1H, d, J=8. 4 Hz) , 6.92-7.02 (4H, ra) , 7.08-7.13 (2H, 
25 m), 7.16-7.22 (2H, m), 7.31-7.36 (3H, m). 

3-^nP-4-[(3-7xy^^7i^)^ h^rix]^>"€y7n^^ 
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*H NMR (CDC1 3 ) 6 2.63 (2H, t, J=7. 4 Hz), 2.87 (2H, t, J=7. 4 Hz), 5.09 (2H, 
5 s), 6.85 (1H, d, J=8. 4 Hz), 6.91-7.03 (4H, m), 7.09-7.28 (4H, m), 7.30-7.36 
(3H, m). 

mMm5 3, h-*J-7)VHr a -4- [(3-^ h=3r^^^^^)^ h *V]'<1'H? f^n 
##0ij3 2 R«l©;£ife&JBVvt\ 5-^n*-l, 3-^7/^o -2- [(3-^ h=¥ 
•£*>*r#fco 40% o 

*H NMR (CDC1 3 ) 6 1.23 (3H, t, J=7. 1Hz), 2.57 (2H, t, J=7. 5 Hz) , 2.86 (2H, 
t, J=7. 5 Hz), 3.82 (3H, s), 4.12 (2H, q, J=7. 1Hz), 5.11 (2H, s) , 6.67-6.79 
15 (2H, m), 6.86 (1H, dd, J=l. 9 Hz, 8. 3 Hz) , 6.98-7.02 (2H, m) , 7.23-7.29 (1H, 
m) . 

3,5-^7/P^"P-4-[(3-^ h^fi/7i=/U)^ h df^'O'lf^r/n 

mmw5 kmmvjjm&m^x, 3,5-^^/^n-4-[(3-^ v^-^^^m 
20 * Y^^^^^n^m^^^hmmi^m^ntz.o 63%„ 

M& 59-60 °C (BlMB^A ^f-^ £> Ji)o 

l H NMR (CDCI3) 6 2.64 (2H, t, J=7. 5 Hz), 2.86 (2H, t, J=7. 5 Hz), 3.81 (3H, 
s), 5.11 (2H, s), 6.68-6.80 (2H, m) , 6.86 (1H, dd, J=2. 3 Hz, 8.5 Hz), 
6.98-7.02 (2H, m), 7.23-7.29 (1H, ra) . 
25 mMM7 4-[(3-.x \**i/7x=./ls) * b^V]-3, 5-i?7 /U^U^^H is -?xi 

##0ij3 2 \ bmm<D^m^m^X, 5-^n^r-2-[(3-^ h^^7cc=/U)^ h 
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jvOru^i/^hT ? n W Vv^^/KTir^ — /i^ b^Mfb 

1 H NMR (CDC1 3 ) 6 1.23 (3H, t, J=7. 1 Hz), 1.41 (3H, t, J=7. 1 Hz), 2.57 (2H, 
5 t, J=7. 6 Hz), 2.86 (2H, t, J=7. 6 Hz), 4.04 (2H, q, J=7. 1 Hz), 4.12 (2H, 
q, J=7. 1 Hz), 5.09 (2H, s), 6.67-6.77 (2H, m), 6.84 (1H, dd, J=2. 1 Hz, 8.3 
Hz), 6.95-7.00 (2H, m), 7.22-7.27 (1H, m). 
MMM 8 4- [(3-^ (<dfi/7i^V)/ b^>]-3, 

*?7 /U*V<ls1?f7 'n ^V^^/l^b^Sfc^3&#fc 0 JR^ 78% 0 

m& 65-66 <c mwt^* — ^*r-y->frt>fti&mi)o 

*H NMR (CDC1 3 ) 5 1.41 (3H, t, J=7. 1 Hz), 2.64 (2H, t, J=7. 4 Hz), 2.86 (2H, 
t, J=7. 4 Hz), 4.04 (2H, q, J=7. 1Hz), 5.10 (2H, s), 6.68-6.77 (2H, ra), 6.85 
15 (1H, dd, J=2. 3 Hz, 8. 5 Hz), 6.97-7.00 (2H, m) , 7.22-7.27 (1H, m). 

###|3 2 bmM<DJjm&m^X, 5-7x2^-1, 3-^:7 /lo3-P-2-[[3-(l-^ 

20 fr!bmmik&w&mrc 0 nx^ 44% 0 

*H NMR (CDCI3) 5 1.23 (3H, t, J=7. 1 Hz), 1.32 (6H, t, J=6. 1 Hz), 2.57 (2H, 
t, J=7. 5 Hz), 2.85 (2H, t, J=7. 5 Hz), 4.12 (2H, q, J=7. 1 Hz), 4.56 (1H, 
septet, J=6. 1 Hz), 5.09 (2H, s), 6.67-6.76 (2H, m), 6.83 (1H, dd, J=2. 0 
25 Hz, 8. 3 Hz), 6.95-7. 00 (2H, m), 7.21-7. 26 (1H, m) . 

MMWlO 3,5-v ? :7/M-P-4-[3-(l-^ < 7Vl'^ h^rv')7x= /KM h^rf]^ 
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7x^;H^ h*is]^^ts7*'*>Wt^J^fr frit. 

5 X H NMR (CDC1 3 ) 6 1.32 (6H, d, J=6. 1Hz), 2.64 (2H, t, J=7. 5 Hz), 2.86 (2H, 
t, J=7. 5 Hz), 4.56 (1H, septet, J=6. 1 Hz), 5.09 (2H, s), 6.67-6.75 (2H, 
m), 6.84 (1H, dd, J=2. 3 Hz, 8. 4 Hz), 6.94-6.99 (2H, m), 7.21-7.27 (1H, m). 
mtfeMl 1 3-7/^a-4-[(3-7^y ^r^7*^;l/)^ b 3rf] ^^if V7°t3 

Wo 

*H NMR (CDC1 3 ) 5 1.23 (3H, t, J=7. 1 Hz), 2.57 (2H, t, J=7.4Hz), 2.87 (2H, 
t, J=7.4Hz), 4.12 (2H, q, J=7. 1 Hz), 5.07 (2H, s) , 6.81-7.02 (6H, m) , 
15 7.08-7.18 (3H, m), 7.30-7.36 (3H, m). 

MMM1 2 3- 7 n -4- [(3- 7 x/ ^r-yy ^z=-;V) ^ f^]^yfy7o 

#%M5 bmUcDjjfe&^^T, 3-77l^^-a-4- [ (3-7 *?*/y ^=->V) * 

b^v-]-<vif >y°vi ^^m^/^^mit^ ^nt^o w 88% 0 

20 76-77 <C (^ixf/lz—.^fy^^^i),, 

*H NMR (CDCI3) 5 2.63 (2H, t, J=7. 4 Hz), 2.88 (2H, t, J=7. 4 Hz), 5.07 (2H, 

s), 6.82-7.03 (6H, m), 7.06-7.18 (3H, m), 7.31-7.38 (3H, m). 

Hiil 3 3-^ f^i/-4-[(3-7x/^v'7x^;W)^ b^iy]^^ifV7n 

25 £ I^^O^S:fflV^T,4-t: Kn3riX-3-y h ^7°n 

SM^vl'i: 3-7x7 /^e>^M^^Sr#/c 0 JiX^ 66%„ 
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X H NMR (CDC1 3 ) 6 2.60 (2H, t, J=7.4Hz), 2.89 (2H, t, J=7. 4 Hz), 3.67 (3H, 
s), 3.84 (3H, s), 5.08 (2H, s), 6.64-6.70 (iH, m), 6.73-6.79 (2H, m), 
6.89-6.94 (1H, m), 6.97-7.02 (2H, m), 7.07-7.18 (3H, m), 7.28-7.38 (3H, 
m) . 

5 HWJ14 3-^ \>*i/-l-[($-7 *c*s7 ^—fr) * h ^Xl^VifV^n 

5 tfflM<D]jtiz&m^X, 3-p< h^rv-4-[(3-7^y **/7 a^~}V) * 
Y*i/^Z/^^7us^m.*^^fr^mik&%*nfro 82% 0 

m& 95-96 x, mm^?-/i'—^*c-v-^frbn%ii£h) 0 

10 *H NMR (CDC1 3 ) 5 2. 65 (2H, t, J=7. 4 Hz), 2.90 (2H, t, J=7. 4 Hz), 3.84 (3H, 
s), 5.09 (2H, s), 6.65-6.70 (1H, m), 6.74-6.80 (2H, m) , 6.87-6.93 (1H, m), 
6. 96-7. 03 (2H, m) , 7. 06-7. 18 (3H, m) , 7. 27-7. 35 (3H, m) . 
MMffll 5 3,5-v J 7/^P-4-[(2-7^y *-y7 ?u~}V) * b^v']^<^^^ 

15 #%Ml £l?^<£>#j££fflv^ 3, B-^yjv^rn-^-M Ko*^1?^b 

94%„ 

*H NMR (CDC1 3 ) 6 1.23 (3H, t, J=7. 1 Hz), 2.56 (2H, t, J=7. 5 Hz), 2.84 (2H, 
20 t, J=7. 5 Hz), 4.12 (2H, q, J=7. 1 Hz), 5.23 (2H, s), 6.66-6.71 (2H, m) , 6.85 
(1H, d, J=8. 1 Hz), 6.92-6.95 (2H, m), 7.05-7.18 (2H, m), 7.25-7.34 (3H, 
m), 7.61 (1H, d, J=7.5 Hz). 

mW.Ml 6 3,5-v>7/^P-4-[(2-7^y dri^7x^)^ h^v'D^O'if^ 

« 

78-79 °C (ftlfc^^-^^^^&SJIf*)- 



WO 2005/051373 PCT/JP2004/017996 

245 

l H NMR (CDCI3) 5 2.62 (2H, t, J=7. 5 Hz), 2.85 (2H, t, J=7.5Hz), 5.23 (2H, 
s), 6.62-6.73 (2H, m), 6.83-6.88 (1H, m), 6.91-6.96 (2H, m), 7.03-7. 18 (2H, 
m), 7.24-7.34 (3H, m), 7.61 (1H, dd, J=l. 4 Hz, 7. 5 Hz) . 
MWll 7 3-^^^-n-4-[(2-^^y 3ci/7 * h ^v^^if 

5 /^y^^=f-)V 

*H NMR (CDCI3) 5 1.22 (3H, t, J=7. 1 Hz), 2.56 (2H, t, J=7.5Hz), 2.86 (2H, 
10 t, J=7. 5 Hz), 4.11 (2H, q, J=7. 1 Hz), 5.20 (2H, s), 6. 80-6.99 (6H, m) , 
7.08-7.20 (2H, m), 7.26-7.38 (3H, m), 7.70-7.76 (1H, m) . 

8 3-7^^-o-4-[(2-7^y **/y *.^>V) * h ^->1^0-^>Zf^ 

15 y**y^i/^zs7x2/*i/m^^frb^mik&m*nfc a 92%„ 
m& 103-104 <c — **y-^frt>nwMi) 0 

*H NMR (CDC1 3 ) 5 2.63 (2H, t, J=7. 5 Hz), 2.87 (2H, t, J=7.5Hz), 5.20 (2H, 
s), 6.81-6.98 (6H, m) , 7.06-7.18 (2H, m), 7.25-7.38 (3H, m), 7.61 (1H, d, 
J=7.0 Hz). 

20 4-([l, l'-tf^^=/p]-2--f h^>^)-3, 5—z?7/ujrv<yii 

94% D 

25 

*H NMR (CDCI3) 5 1.23 (3H, t, J=7. 1 Hz), 2.57 (2H, t, J=7.5Hz), 2.85 (2H, 
t, J=7. 5 Hz), 4.12 (2H, q, J=7. 1 Hz), 5.00 (2H, s), 6. 66-6.78 (2H, m), 
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7.29-7.47 (8H, m), 7.60-7.68 (1H, m). 

mMm2 0 4-([l, l'-lf7zc^^]-2— <?V* h^-i^)-3,5-^y/U^-vi^<^ 

mnm 5 t mwkvjjm&m^x, 4-(ti, r-tr -? >v * 

71% c 

78-79 <C (%m^^ ^=^f->-^feS^) 0 

41 NMR (CDC1 3 ) 6 2.64 (2H, t, J=7. 6 Hz) , 2. 86 (2H, t, J=7. 6 Hz), 5.00 (2H, 
s), 6.65-6.74 (2H, m), 7.30-7.48 (8H, m), 7.59-7.67 (1H, m). 
10 mMM2 1 4-([l, l'-\fZ7^~/U-\-2-' h^v-O-S-^/l^n-^if ^ 

##0U £|i«^;£fe&>I^T,3-:7/i^n-4-t: Kn drix^i/if^^n^^ 
Ifc^fvi'i: 2-7^^/^^v f 7i^T^3— /^^b^M^-a-^Sr#fc 0 JR*s 96%„ 

am. 

15 *H NMR (CDC1 3 ) 6 1.22 (3H, t, J=7. 1 Hz), 2.55 (2H, t, J=7. 5 Hz), 2.85 (2H, 
t, J=7.5Hz), 4.11 (2H, q, J=7. 1 Hz), 4.97 (2H, s) , 6.70 (1H, t, J=8. 4 Hz) , 
6.79 (1H, d, J=8. 5 Hz), 6.91 (1H, dd, J=1.9Hz, 12. 1Hz), 7.30-7.42 (8H, 
m), 7.62-7.66 (1H, m). 

mmm2 2 4-m, v ^~/v\-2-> i>v* y*^)-z-~7 tv^n^^^^-? 

20 p/^yi 

m& 81-82 x: m^?-A — ^*-y->frt>wifeMi)a 

*H NMR (CDCI3) 6 2.62 (2H, t, J=7. 6 Hz), 2.86 (2H, t, J=7. 6 Hz), 4.97 (2H, 
25 s), 6.71 (1H, t, J=8.4Hz), 6.80 (1H, d, J=8. 4 Hz), 7.30-7.41 (8H, m), 
7.62-7.65 (1H, ra). 

HIM2 3 ' 4-([l, l*-lf7x^]-2-' }^»-3-^ a n-O-if^u 
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5 *H NMR (CDC1 3 ) 5 2.57 (2H, t, J=7. 5 Hz), 2.84 (2H, t, J=7. 5 Hz), 3.66 (3H, 
s), 4.98 (2H, s), 6.65 (1H, d, J=8.4Hz), 6.93 (1H, dd, J=2. 0 Hz, 8. 4 Hz), 
7.20 (1H, d, J=2.0 Hz), 7.31-7.44 (8H, m), 7.68-7.71 (1H, m). 
H*S^J2 4 4-([l, l'-tf7^^/^]-2— {/U* h*is)-3-f nn^^-tefi/^n 

Mfo 111-112 r (^xf/^^ty^P,ffig^) 0 

*H NMR (CDC1 3 ) 6 2.62 (2H, t, J=7. 5 Hz), 2.85 (2H, t, J=7. 5 Hz), 4.98 (2H, 

s), 6.66 (1H, d, J=8. 4 Hz), 6.94 (1H, d, J=8. 3 Hz), 7.21 (1H, s), 7.30-7.44 
15 (8H, m), 7.67-7.70 (1H, m). 

m i 1-12 ^&&ftfcfc^*>©*^&^-. 



WO 2005/051373 



PCT/JP2004/017996 



248 

C*l] 



sua*? fcjsa wmmm^ «jts 







7 






^^COOEt 


8 


Eto XX^o_x 




^^COOH 










9 






^COOMe 
^^COOH 


1 0 






^COOEt 


1 1 








1 2 






^COOH 







35 2^ft«l 3~2 4T'#b^tfc'fb^^at^:«r^-r o 
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[*2] 




UTfcMMm 25-210 Sr^i- 0 m*. m^UV^M-fr. X H NMRfifi^n 
n^^AS:^^ UTM^bfc £fc v fc^? Y 8 ^(ppm) . #y~7V^? 

^Jfe^il 25 3-{3, 5-^7^^-0-4- [(2-^ h $W **cf] 7 ^~/W 7" 

irlsj^l^mSrffi^T, 3- (3, S-v^/i^n^-fc Kn^i/7x^) 

10 Ifc^S 41%„ 
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mmfc^x^ft^tittj&irzmi&fc'&M&m^, nmm 27, 29, 31, 33, 35, 

39, 43, 45, 47, 49, 53, 59, 61, 63, 65, 67, 75, 77, 79, 81, 83, 85, 87, 
89, 91, 203^-T'ffc^&-n^ bfc 0 

26 3-{3, 5-^:7 /M-d-4-[(2-^ h^i/^^itjl')**^'? 
5 n^'y| 

mmzvT^ft^ftMfcir&ffimfc&m&R^, mt&w 28, 30, 32, 34, 36, 

38, 40, 42, 44, 46, 48, 52, 54, 56, 58, 60, 62, 64, 66, 68, 70, 72, 74, 
10 76, 78, 80, 82, 84, 86, 88, 90, 92, 204, 206 feTF-fit-fr Ufe„ 
mMM 37 3-(4-{[2-(^<Vv ? /l-^-^iX)-<>'i>7P-]^-^v/}-3, 5-^7^0 

2-(^^v>/V;^drv^^X7*/V-7*t: K (274 rag. 1. 3 mrool) £r^*/ — JV (20 
mDfcJgtfU itM\\2& 5 p-T V V V & (73 mg % 1.9 raraol) SrflUxfc^ 3k?£ 

15 T~c 2^p B m#tfc 0 SJ^^^TkSrJn^. ftHx^-etttiiifc, ttW^*^; 

$tJBE&*jgLfc„ iH%rh7t Ko77V(10 BL)fc»#U 3-(3, 5-v 5 
7/U-^-p-4-t Ko^'^7 x.=-;V) -f u^l^W.^f'^ (200 mg, 0.86mmol)s h V 
-?=f-)Vi£^-7 4 1/ (0.23 mL, 1.1 mmolK $5 V )V-m=->V-J\£^ V i? 
> (282 mg, 1.1 mmoD^ABx., ^T*12 B#|flMfc#U;fco £0»&T/l^ 
20 7A^nvb^77^- (BFBfc^^vl') > ^it^v^U -ft?;}/?}? J*? a-^r h ^ 
77^- (^^r-^^/^^^/l-=100:0~80:20) T?J|tM U^JB-ffc^* (162 rag. 
JJX^ 29%) Sr»^^LT#fc„ 

mmzvxzti^frMj&i-zmnik&vo&m^, mmmn, 55, 71, 73 

25 H*feM 50 3-13, 5-^7/^o-4-[(3-t Ko ^^y^i^fi'] 7i=/V) 
39' tP^(D^^rffiV^T, 3-(3,5-v J 7/^P-4-{[3-(^ h=^r^> b 
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# 89% D 

mifoM 51 3-(4-{[3-(v^ p^^-yju^t-^iy)^<y^/u-\^-^^}-3,5-i^y/u 
5 ##il i:l^a^ifeSrfflV>T > 3-{3,5-v J 7y^n-4-[(3-fc Ko*W 
4&£#fc 0 JR* 15% 0 

10 UliM 69 3-(3,5-^7/^^n-4-{[3-(l-^7^^=3rv')-<Vv ? ^]^-= 3 e^} 
Vv'/W^-^v'] ^cn^/W^n^^^zc^vi^ l-[3-(^n^e^ ^/^) 7x^ ^ 

isii-7*u^frt>mmfc&M&ntca jr^ 94% 0 

15 gjffiftl 93 3-{4-[(3,5-v ? ^ h ^iX-O'vW ^-^>>]-3-7/^n ^ =c ~f 

#%#J 106 tmm^m^m^-'X, 3-(3-7/^n-4-t: Ko^v , 7x^) 
7°n/^y^^i (3,5-v 5 ;* b^v^^^/w) ^ * / — /t^b^jgfb-a^Sr 
^^^LT^Co W 90% o 

20 mmfc^T^n^frttfci-%mn4k&%i*m^, mmm 95, 99, 101, 103, 

116, 121, 125, 138, 146, 148, 150, 152, 154, 156, 158, 160, 162, 164, 166, 
168, 170, 172, 174, 179, 181, 183, 185, 187, 191, 193, 195, 197, 199, 201, 
207, 209 KTFi-ikG-yn&^tl^tl&tfZ^tio 

94 3-{4-[(3,5-v^ h^^^^v^^i^-S-^/lofn^^/W:^ 
25 n/^H. 

107 tmm<Djj&&m^x, 3-{4-t(3,5-v ? ^ h^^^o^^^)^^- 
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#fc 0 &m 87%„ 

mmfcvxzft^tiMm-tz>mwfc&%>*^\ Mmm 96, ioo, 102, 107, 

118, 120, 122, 124, 126, 137, 139, 142, 147, 149, 151, 153, 155, 157, 159, 

161, 163, 165, 167, 169, 171, 173, 176, 178, 180, 182, 184, 186, 188, 190, 
5 192, 194, 196, 198, 200, 202, 208, 210 ^^1"^-^^ LfCo 

MMM 97 3-7y^a-4-[(2,4,6-MJ ^^7x=;U)^ v^Vif^:/ 

2- ^ n n^^/l^-2, 4, 6- h y ^^-/^V^>-(397mg, 2. 4raraol) > 3-^/l^^-n 
-4-fc KB Vif i/^n/^^t^/WSOOrag, 2.4 mmol) x U #A 

10 (358mg, 2. 6mmol)) £r DMF (8mL) * 50t;T* 3 B#HajI# U/c 0 SJ&$t&7k (30mL) 

(425mg, Ifc^52%) £$^£LT#*: 0 
15 HIM 98 3-7;^n-4-[(2,4,6-hy^^7x=/l')^ hdr^J^yf^ 

3- ^/I^^-a-4-[(2,4,6- f> V ^f^7x=/>)^ h^v'J^y^yyn^y^ 
^^yK363mg, l.lmmolk 2 ffl.fcfrmk'r hV V AtK^^ (1. 5mL) £5 X T>*^ * 
/-/W(5mL)<D2&^£r 60°CT* 1. 5 B#fM];ti# Lfc SOM&^U 1 

btbfc^^^^/l-/ / ^^ir-^J;t)W^Lfc (190mg, «R^57%) 0 
HiSM 104 3- {3- 7 a -4- [ (3- 1 K a dp- ^ i/] 7 zz. ~;V) 7° 

25 115 £K*fr©;frifc&/BV , »-t\ 3-(3-7/^n-4-{[3-(^ h*cis* 

T#fc„ Ji» 96% 0 



WO 2005/051373 PCT/JP2004/0 17996 

253 

mMM 105 3- (4- { [3- (2-tert- Zf h *r is-2-# * yxf^v<)^y i^/p] ^- 

5 3-{3-7/I^^-p-4-[(3-t: Ko^^>'^)t^;/]7i=/H7 p n^^ 
^/KO. 30 g s 0. 94 mmol) *5 <t t^^n tert-y^/V (0. 92 g, 4. 70 raraol) 

<£> N, N-S^^VUfc/l'AT^ K (10 mL) fttiftfcftlfe* 2) !7 A (0.52 g> 3.76 
mmol) MIX.. 60 0 CT* 12 BSIHHJtW* Lfc. RfcjR^*^Wfc*7vl'-C**!l^ 

10 — ^rf-^/ / i^^^^^=6:4) T'fiL, mMlk&VS (0. 43 g N 

Jfc* 99%) LT#fc 0 

^^LT^n^tt^i-SMWb^^rfflVN. HJfcfll 108, 114, 123, 127, 
136, 140, 143, 177, 189 \Z.7Flr4t&V9&&&. Vft 0 

MW.M 106 (3-{[4-(3-^ jvirxi y^y ^-yD 

15 yf-My^y 3rv0gfci£ 

3-(4-{[3-(2-tert-^ hdr^-2-^-^yji h ^i/^^S^/V];^ -yJ-S-y/W*- 
n7x^)7°n^'>'ixf;l/ (0. 43 g. 0. 98 mmoL) ©v^^on^^y (15mL) 
MJ7^tD^ (1.1 g, 9.80 mmoL) *DU7L, 50 1 B^jtW 2 

20 y?4— (^*-9-^/mm^^=9'-D -ci&ku mmik&yn (0.26 gN jr^s 

72%) S:6fe^iLT#fco 

^^b-rM^-r5J^3jsf^#,$rffiv\ HJfeM 128 jc^-f ft^Sr^Ufc, 
HJfeM 109 3-(3-7/U^a-4-{[3-(2-^^y^n7Kdrv')-<^v ? /l']^-=¥iy} 
y^^/l^ya^y®? 

25- 3- (3- y >VHr n -4- { [3- (2-^- y 7" n 7^ =^ */) -< V dp- f } 7 * — /V) 7° 

n>*^ifta^/w (0.31 g. 0.82 mmol) <£>^>y— /I— 7K (2 mL-1 mL) ^^}CtK 
m<kV7-$£—7l<LftVl> (0.052 g N 1.23 mmol) m^m^MUX 4 B#fMJ 
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mw\,tc 0 Rfcm&mz. 2^^m co.7mD ^ua^mm^^x^rnvnio 
mmfc&yo (o.o47 gN mm m) *&&ffi*t br#fc 0 

mMKLX^fo^thttfoirZJ%Wfc&®*mi<\nMM ill, 113, 115, 129, 

5 131, 133, 144 (c^-r-fb-a-^^-a-^bfco 

MMM HO 3-[3-7/l-^-n-4-({3-[2-(^ ^-/UT 5: /)-2-^-=3ry^ 

(3-{[4-(3-m h dr^-3-^-^y fcVU)-2-;7 /l^ n 7 ex. / =3r 
71;^^)^ (0.34 g, 0.90 mmolK * f-)\<T % ^^MM. (0.073 g, 1.08 
10 mmol), h U =^=f-;VT 5 V (0. 22 g, 2. 16 mmol), l-^^vV-3- (3-v>^ ^ 
/7"n tVu)^7/V#v?-f 5; K^^ife (0.21 g, 1.08 mmol), & £tf 1-t Kn^ 
v"<^X b UT/^ (0. 15 g, 1. 08 mmol) <D DMF (7 mL) |§^£r^&-e 18 B# 

15 X2^y??y j~(^3r^l'/mm^;\'=2'.Z)X*mn\^^Mik&m (0.34g, 

97%) %mytmk ux#fc 0 

l^«^LT^n^tt>ft^-rSJ!EW^^Srffiv^ N HifoM 112, 130, 132 \z. 

MMM 119 3-{3-y/l^^-a-4-[(3-y h ^i/-5-7 x 7 ^v"<y ^ t^^] 
20 y 

3- {3- V >VJr p -4- [ (3- 1 Ko=¥ ix-5-7 ^ / f< ^ ^" 3f £"] 7 ~M 
7 'xi /<^^aL*7- jU (0.30 g, 0.73 mmol) *5 J: $<\t* 3->V (2.2 mL, 14.6 
mmol) ©7tfy (10 mL) mmzfeWtU V V ^ (0. 52 g N 3. 76 mmol) ^Pt > 

(^^-^^/g^^^/^rS) TitSgU mMik&M (0.31 g, 99%) £ 
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134 3-{3,5-i?7/^P-4-[(3-f h^^yv ? ;U)t^v']7x^ 

3- {3, 5- 7 )\s$r n -4- [ (3- 1 Ko# V< V vWO ^ V] ~7 zc ~M "? u 1/ 
m^/^ (200 mg % 0. 59 ramol) &DMF (10 mL) JdM? U 3 VIM y^^/^(339 
5 fiU 3.0mmol) N b U !7 A (47 mg. 1. 2 mmol) ^flUX-fc^, 3 

H#ra8t#Lfc. RJES?0tfc*SrJn^ ftix^-cilillfc, ttttti&SrSfcMU 

^^=100:0—80:20) Tit^U ^M-ffc^^ (186 m g> JR*5 80%) $r?fc:t£^<b 
LT#fc 0 

10 HifeM 141 3-(3-7/Wto-4-{[3-(2-fc KP^i/x h^>»-5-7iy 

3- (4- { [3- (2- { [tert-^^/W ( * fvW v- JJ ^] Hr * ^ h * vO -5-7x7 
dfv^<y^]t= 3 rv'}-3-7/l'tP7x=;l/)7PA 0 yixf/l/ (0.43 g, 0.75 
mmol) Sr. "7 s " h 9 T'f/^T >^E-~ !7 A7/Vt y K© THF (3 mL, 3. 00 mmol) 

*cy-^/%m^fr=B-s) *ei»*u itmfc&m (0.25 g , u» 74%) 

MMffl 145 3- (4- { [3- (2- 7 ^ y x h ^ V ) -5- 7 x y ^ v 1 ^ y t ^ 

20 v'}-3-7^^-n^ ;t ^/U)7 e D^>'^ 

3-{4-[(3-{2-[(tert-y F^^^x/l/)r S 7]^ h ^ v^-5-7 ^ / 3^ 
^y^)t^v']-3-7;l'to7x^}7n^yt (0.20 g, O. 38 mmol) Jci^ 
MMffl£^7-/H£tt (4 l mL) &7JD;i. 15 Ufc. SJfcifc&ttjeE 

25 ^£#fc„ ifc^ 89% 0 
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[*3] 











25 
(R = Et) 




3- { 3, 5- v> 7 n -4- [ (2- * 
^ /U} ^ n :/g£^ ^ /U 


ttKM. *H NMR: 1.24 
(3H, t, J=7. 1), 2.57 
(2H, t, J=7.7), 2.86 
(2H, t, J=7.7), 3.81 
(3H, s), 4. 13 (2H, q, 
J= 7.1), 5.18 (2H, 
s), 6.68-6.75 (2H, 
m), 6.86-6.97 (2H, 
m), 7.27-7.32 (IH, 
m), 7.44 (IH, dd, J= 
1.1, 7.3) 


26 
(R = H) 


3- {3, -4- [ (2- * 
h S/^V Jr*c is] 7 3i 


66-67 *C ( gfc m ^ f 

ji, »H 

NMR: 2.64 (2H, t, J= 
7.6), 2.87 (2H, t, J= 
7.6), 3.81 (3H, s), 
5.18 (2H, s), 
6.70-6.75 (2H, m), 
6.86-6.98 (2H, m), 
7.27-7.32 (IH, m), 
7.45 (IH, dd, J= 1.5, 
7.4) 


27 
(R = Et) 


got 

6 


3-(4-{[2-( v-^ n^^^yu^- 
=^ > ) ^ V ^ ] * ^ } -3, 5- 


! H NMR: 1.23 
(3H, t, J= 7.1), 
1.60-1.88 (8H,m), 
2.57 (2H, t, J=7.5), 
2.86 (2H, t, J=7.5), 
4.12 (2H, q, J=7. 1), 
4.74-4.79 (IH, m), 
5. 13 (2H, s), 
6.68-6.75 (2H, m), 
6.84-6.94 (2H, m), 
7.23-7.29 (IH, m), 
7. 47 (IH, dd, J= 1. 3, 
7. 4) 


28 
(R = H) 


3-(4-{[2-(^* n^O^^yu^- 
3^>)'<>'vvl'] *>}-3, 5- 


m tfc 4b , 'H NMR: 
1.56-1.86 (8H,m), 
2.65 (2H, t, J=7.6), 
2.87 (2H, t, J=7.6), 
4.76-4.78 (IH, m), 
5.14 (2H, s), 
6.71-6.75 (2H, m), 
6.84-6.95 (2H, m), 
7.23-7.29 (IH, m), 
7.47 (IH, dd, J= 1.6, 
7.4) 
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29 
(R = Et) 


F> v^v — ~^OR 


3- {3, 5- *J y * n -4-[ 

jufc y v-4->f /\"< v i^yu) 
is] y * ^ A-} 7" n 


'H NMR: 1.24 
(3H, t, J=7. 1), 2.59 
(2H, t, J=7.7), 2.88 
(2H, t, J=7.7), 2.99 
(4H, t, J=4.6), 3.84 
(4H, t, J=4. 6), 4.13 
(2H, q, J=7. 1), 5.21 
(2H, s), 6.74-6.77 
(2H, m), 7.14-7.16 
(2H, m), 7.31-7.37 
(IH, m), 7.53 (IH, 
dd, J= 1.6, 7.5) 


30 
(R = H) 


3- {3, 5- *J y JV n -4- [ (2- 


M ^ ft . ffl & 

113-114^ m&t^^ 

jV — ^-^r^ly), *H 
NMR: 2.66 (2H, t, J= 
7.4), 2.90 (2H, t, J= 
7.4), 2.99 (4H, t, J= 
4.6), 3.83 (4H, t, J= 
4.6), 5.21 (2H, s), 
6.74-6.80 (2H, m), 
7.11-7.17 (2H, m), 
7.31-7.37 (IH, m), 
7. 54 (IH, d, J= 7. 5) 


31 
(R = Et) 


oc°V 

^Y CH 3 

CH, 

3 


3- {3, 5- i? y )V it P -4- [ (2- 


*MK<», ! H NMR: 1.01 
(6H, d, J=6.7), 1.24 
(3H, t, J= 7.1), 
2.03-2.12 (IH, m), 
2.57 (2H, t, J=7.8), 
2.86 (2H, t, J=7.8), 
3.72 (2H, d, J=6.4), 
4.13 (2H, q, J=7.1), 
5.19 (2H, s), 
6.71-6.73 (2H, m), 
6.85 (IH, d, J=8.3), 
6. 94 (IH, dd, J= 7. 3, 
7.5), 7.24-7.30 (IH, 
m), 7.48 (IH, dd, J= 
1.6, 7.4) 


32 
(R = H) 


3- {3, 5- *J y J\s Hr n -4- [ (2--Y 


jftHfc^ 'HNMR: 1.01 
(6H, d, J= 6.7), 
2.03-2.11 (IH, m), 
2.64 (2H, t, J=7.4), 
2.88 (2H, t, J=7.4), 
3.72 (2H, d, J=6.4), 
5.20 (2H, s), 
6. 70-6. 75 (2H, m) , 
6.85 (IH, d, J=8.2), 
6. 95 (IH, dd, J= 7. 4, 
7.4), 7.26-7.30 (IH, 
m), 7.49 (IH, d, J= 
7.4) 
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[*5] 



33 
(R = Et) 



3- {3, S-i/yslsJ-v -4- [ (2~>f 



(3H, 
(6H, 
(2H, 
(2H, 
<2H, 



l H NMR: 
t, J=7.1), 
d, J=6. 1), 
t, J=7.7), 
t, J=7.7), 
q, J= ' 



1.23 
1.28 
2. 57 
2. 86 
4. 13 
.1), 



34 
(R = H) 




4.51-4.59 (1H, m), 

5.16 (2H, s), 

6.71-6.76 (2H, m), 

6.85-6.96 (2H, m), 

7.23-7.29 (1H, m), 
7.48 (1H, dd, J= 1.5, 
7,4) 



3- {3, -4-[ (2->T 



*H NMR: 1.28 
(6H, d, J=6.0), 2.65 
(2H, t, J=7.5), 2.87 
(2H, t, J= 7.5), 
4.51-4.59 (lH, m), 
5. 16 (2H, 
6. 70-6. 77 (2H, 

6. 85-6. 96 (2H, 

7. 23-7. 29 (1H, 
7.48 (1H, dd, J= 
7. 4) 



s), 
m), 
m), 
m), 
1.5, 



35 
(R = Et) 



3-(4-{[2-(>"^ D^^'>^t 

^^)^y^;i/]t*5/) -3, 5- 



36 
(R = H) 




OR 



(3H, 
1.32- 
1.73- 
1.89- 
2. 57 
2. 86 
4. 13 

4. 24- 

5. 18 

6. 70- 
6.86- 

7. 22- 
7. 49 
7. 5) 



1.55 
1.78 
1.92 



, l H NMR: 1.23 
t, J= 7.1), 
(6H, m), 
(2H, m), 
(2H, m), 
(2H, t, J=7.4), 
(2H, t, J=7.4), 
(2H, q, J=7.1), 
4.31 (1H, m), 

(2H, 
6. 75 (2H, 
6. 95 (2H, 
7. 28 (1H, 
(1H, dd, J= 



s), 
m), 
m), 
m), 
1.5, 



3-(4-{[2-(£/^ u^*c*/jVjr 
*Jjl>l Or * >} -3, 5- 



lb . l H NMR: 

1.32-1.54 (6H, m)> 
1.73-1.76 (2H, m), 
1.89-1.92 (2H, m), 
2.65 (2H, t, J=7.6), 
2.88 (2H, t, J=7.6), 
4.25-4.31 (1H, m), 
5.18 (2H, s), 
6.72-6.77 (2H, m), 
6.86-6.96 (2H, m), 
7.22-7.28 (1H, m), 
7.49 (1H, dd, J= 1.6, 
7. 5) 
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[*6] 



w±f **- ytrt m a 


♦Sit HE 






37 
(R = Et) 


u 


3- (4- { [2- (-< V ^/V-^-^r ^ 
V S^U] ^ -3, 5- v^^yu^- 


'H NMR: 1.23 
(3H, t, J=7. 1), 2.56 
(2H, t, J=7.7), 2.85 
(2H, t, J=7.7), 4. 13 
(2H, q, J=7. 1), 5.09 
(2H, s), 5.24 (2H, 
s), 6.68-6.71 (2H, 
m), 6.91-6.98 (2H, 
m), 7.27-7.52 (7H, 
m) 


38 
(R = H) 


3- (4- { [2- (-< y ^/U^-^r ^< 


*ft«, ! H NMR: 2.63 
(2H, t, J=7. 6), 2.85 
(2H, t, J=7. 6), 5.09 
(2H, s), 5.25 (2H, 
s), 6.68-6.71 (2H, 
m), 6.91-7.00 (2H, 
m), 7.28-7.51 (7H, 
m) 


39 
(R = Et) 


oc°V 

^ 


3- (3, 5-i?:7/Htf-p -4- { [2- (t~ 
3r ^/U] it* is) 7 * — 


'H NMR: 1.24 
(3H, t, J= 7.1), 
1.75-2.10 (4H, m), 
2.57 (2H, t, J=7.7), 
2.86 (2H, t, J=7.7), 
3.80-4.27 (7H, m), 
5.19 (2H, s), 
6.69-6.76 (2H, m), 
6.87-6.99 (2H, m), 
7.27-7.30 (IH, m), 
7.48 (IH, dd, J= 1.5, 
7. 5) 


40 
(R = H) 


3- (3, S-v^^^^n -4- { [2- 


ib # * , l H NMR: 

I. 75-2.10 (4H, m), 
2.63 (2H, t, J=7.4), 
2.87 (2H, t, J=7. 4), 
3.82-4.00 (4H, m), 
4.21-4.24 (IH, m)/ 
5.19 (2H, dd, J= 

II. 7, 14.8), 
6.69-6.76 (2H, m), 
6.86 (IH, d, J=8. 3), 
6. 97 (IH, dd, J= 7. 4, 
7.4), 7.26-7.31 (IH, 
m), 7.48 (IH, d, J= 
6. 4) 
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C*7] 











41 
(R = Et) 


gqV 


3- {3, 5- ~7 >V * n -4- [ (2- * 


Jfcitfc^K 'H NMR: 1.24 
(3H, t, J=7. 1), 2.45 
(3H, s), 2.58 (2H, t, 
J=7.7), 2.86 (2H, t, 
J=7.7), 4.13 (2H, q, 
J= 7.1), 5.12 (2H, 
s), 6.72-6.75 (2H, 
m), 7.17-7.38 (4H, 
m) 


42 
(R = H) 


3- {3i 5- 5* 7 /V ^ 13 -4- [ (2- 


M & iS > ffl & 
84-85 X; 

NMR: 2.45 (3H, s), 
2.55 (2H, t, J=7.5), 
2.88 (2H, t, J=7.5), 
5.13 (2H, s), 
6.73-6.76 (2H, m), 
7.18-7.26 (3H, m), 
7.37 (IH, d, J=7.2), 


43 
(R = Et) 


Nj^V^^OR 

OCgT 


3- { 3, 5- 7 )V Or n -4- [ (2- tf 


ftWtfcU ! H NMR: 1.24 
(3H, t, J= 7.1), 
1.52-1.58 (2H, m), 
1.64-1.71 (4H, m), 
2. 58 (2H, t, J= 7. 7) , 
2.85-2.90 (6H, m), 
4. 13 (2H, q, J=7.1), 
5.21 (2H, s), 
6.70-6.77 (2H, m), 
7.06-7.11 (2H, m), 
7.26-7.31 (IH, m), 
7. 57 (IH, d, J= 7. 5) 


44 
(R = H) 


3- {3, 5- V 7 JV * n -4- [ (2- fc? 


m *fc . *H NMR: 
1.54-1.57 (2H, m), 
1.64-1.72 (4H, m), 
2.66 (2H, t, J=7.6), 
2. 85-2. 91 (6H, m) , 
5.22 (2H, s), 
6.73-6.79 (2H, m), 
7.06-7.12 (2H, m), 
7.26-7.32 (IH, m), 
7. 57 (IH, d, J= 7. 5) 


45 
(R = Et) 




3- (3, 5-i? -7 jvir a -4- { [3- (4- 
^] ^ 7 3: ^ /u) ^ p > 


IftjRtt, 'H NMR: 1.23 
(3H, t, J=7. 1), 2.57 
(2H, t, J=7.7), 2.86 
(2H, t, J=7.7), 3.81 
(3H, s), 4.13 (2H, q, 
J= 7.1), 5.07 (2H, 
s), 6.71-6.74 (2H, 
m), 6.87-7.13 (7H, 
m), 7.25-7.36 (lH, 
m) 
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[*8] 







a> m& a 












6 & S , Si ^ 


46 






3- (3, 5- $^ 7 ^ t n 


89-90 *c ( m St ^ 9- 

— ^ * f- V K ! H 


(R = H) 






-4~{[3-(4-* Y*ls~7~J 


NMR: 2.64 (2H, t, J= 








7.5), 2.87 (2H, t, J= 










7.5), 3.81 (3H, s), 
5.07 (2H, s), 
6.72-6.75 (2H, m), 
6.87-7.13 (7H, m), 
7.26-7.31 (IH, m) 










tbVtVOs l n MR: 1.23 


47 






3-(4-{[3-(4-^ nc7xy 


(3H, t, J=7. 1), 2.57 
(2H, t, J=7.7), 2.86 


(R = Et) 




O 


3r ) -< is V As ] 3d" * 
*>}-3, 5-^7/l/tD7x = 


(2H, t, J=7.7), 4.13 
(2H, q, J=7. 1), 5.09 
(2H, s), 6.71-6.74 
(2H, m), 6.91-6.99 
(3H, m), 7.09 (IH, 
s), 7.18 (2H, d, J= 
7.6), 7.26-7.36 (2H, 










m) 


48 






3- (4- {[3- (4-^ n n 7 ;x /. 


M AS ifij . M & 

79-80 *C ( @£ 

JU — *cf- is) s l H 


(R = H) 






3r is ) ^ 3* As ] ^ * 


NMR: 2.65 <2H, t, J= 
7.5), 2.87 (2H, t, J= 
7.5), 5.09 (2H, s), 
6.71-6.77 (2H, m), 
6.91-6.97 (3H, m), 
7.09 (IH, s), 7.18 
(2H, d, J= 7.6), 
7.26-7.36 (2H, m) 










ifcHfctt* *H NMR: 1.23 


49 






3-(3, 5- »; 7 ^ t P 
-4-{[3-(* b *is * b * 


(3H, t, J=7, 1), 2.57 
(2H, t, J=7.7), 2.86 
(2H, t, J=7.7), 3.48 










(3H, s), 4.13 (2H, q, 








is)^^i^/W] if* is) y rc 


J= 7.1), 5.10 (2H, 
s), 5.18 (2H, s), 
6.71-6.75 (2H, m), 
6.98-7.14 (3H, m). 
7.25-7.30 (IH, m) 
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[*9] 



50 




OEt 



3- {3, 5- 7 )V Or n -4- [ (3- t 



! H NMR: 1.24 
(3H, t, J=7. 1), 2.58 
(2H, t, J=7.5), 2.86 
(2H, t, J=7.5), 4.13 
(2H, q, J= 7. 1)*, 4. 99 
(1H, s), 5.07 (2H, 
s), 6.71-6.81 (3H, 
m), 6.89 (1H, d, J= 
2.0), 6.98 (1H, d, J= 
7.6), 7.20-7.26 (1H, 
m) 



51 
(R = Et) 



52 
(R = H) 



3-(4-{[3-(v'> xi^*sr*/)Vjr 
3r -< is tJ/U] Jr * iy }-3, 5- 




'H NMR: 1.23 
(3H, t, J= 7.2), 
1.32-1.60 (6H, m), 
1.74-1.81 (2H, m), 
1.96-1.98 (1H, m), 
2.57 (2H, t, J=7.6), 
2.86 (2H, t, J=7. 6), 
3.95-3.99 (1H, m), 
4. 13 (2H, q, J=7.2), 
4.20-4.35 <1H, m), 
5.09 (2H, s), 
6.71-6.74 (2H, m), 
6. 85 (1H, dd, J= 2. 2, 
8.3), 6.95-7.01 (2H, 
m), 7.21-7.26 (1H, 
m) 



3-(4-{[3-(v'^ n^^r Iffr* 
=*f- v")^^ *J)V] ^}-3, 5- 



tt :R « . 'H NMR: 
1.26-1.60 (6H, m), 
1.74-1.81 (2H, m), 
1.91-2.02 (1H, m), 
2.64 (2H, t, J=7. 5), 
2.87 (2H, t, J=7.5), 
3.95-3.99 (1H, m), 
4.23-4.26 (1H, m), 
5.09 (2H, s), 
6.70-6.77 (2H, m), 
6. 85 (1H, dd, J= 1. 7, 
8.0), 6.96-7.00 (2H, 
m), 7.21-7.28 (1H, 
m) 



53 
(R = Et) 




3- (3, S-Z?7;Ujru -4- { [3- (4- 
A*] is) 7 3i zfu 



WlkVo. l H NMR: 1.23 
(3H, t, J=7. 1), 2.57 
(2H, t, J=7.6), 2.86 
(2H, t, J=7.6), 4. 13 
(2H, q, J=7. 1), 5.08 
(2H, s), 6.71-6.74 
(2H, m), 6.93-7.06 
(5H, m), 7. 15 (1H, d, 
J= 7.7), 7.26-7.34 
(2H, m) 
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[*1 0] 











54 
(R = H) 




3- (3, 5- 5> V /M- a -4- { [3- (4- 


82-83 t ( m m ^ 

NMR: 2.57 (2H, t, J= 
7.4), 2.88 (2H, t, J= 
7.4), 5.08 (2H, s), 
6.72-6.75 (2H, m), 
6.91-7.06 (5H, m), 
7.15 (IH, d, J=7.6), 
7.26-7.34 (2H, m) 


55 
(R = Et) 




3- (3, 5- i? 7 tV^r n -4- { [3- (4~ 


fa^^U *H NMR: 1.23 
(3H, t, J=7. 1), 2.34 
(3H, s), 2.57 (2H, t, 
J=7. 7), 2.86 (2H, t, 
J=7.7), 4.12 (2H, q, 
J= 7.1), 5.07 (2H, 
s), 6.71-6.73 (2H, 
m), 6.88-6.95 (3H, 
m), 7.06 (IH, d, J= 
1.8), 7.12-7. 15 (3H, 
m), 7.26-7.32 (IH, 
m) 


56 
(R = H) 


3- (3, S-v^yl^P -4- { [3- (4- 


M 3£ il ^ M & 

91-92 x: (ffim^T- 

— — 3r ^ 1/ ) , 'H 
NMR: 2.34 (3H, s), 
2.64 (2H, t, J=7.5), 
2.87 (2H, t, J=7. 5), 
5.08 (2H, s), 
6.70-6.76 (2H, m), 
6.88-6.94 (3H, m), 
7.06 (IH, s), 
7.12-7.15 (3H, m), 
7.26-7.32 (IH, m) 


57 
(R = Et) 




3-(4-{[3-(v-^ u^l/^jVJr 
=^r ^ 1/ VA'J 7y =r v)-3, 5- 


mVtVOs 'H NMR: 1.23 
(3H, t, J= 7.1), 
1.55-1.70 (2H, m), 
1. 75-1. 96 (6H, m), 
2.57 (2H, t, J=7.7), 
2.86 (2H, t, J=7.7), 
4. 13 (2H, q, J=7. 1), 
4.73-4.79 (IH, m), 
5.09 (2H, s), 
6.69-6.76 (2H, m), 
6. 83 (IH, dd, J= 2. 2, 
7.6), 6.94-6.98 (2H, 
m), 7.21-7.26 (IH, 
m) 
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[*1 1] 





$&3 






58 
(R = H) 




3f 5/ ) ^ 3* A* 3 * 3r is } -3 , 5- 


^ A ft , 'H NMR: 
1.55-1.69 (2H, m), 
1.76-1.92 (6H, m), 
2.64 (2H, t, J=7.5), 
2.87 (2H, t, J=7.5), 
4.75-4.79 (IH, m), 
5.09 (2H, s), 
6.68-6.77 (2H, m), 
6. 82 (IH, dd, J= 2. 4, 
7.4), 6.94-6.98 (2H, 
in), 7.21-7.26 (IH, 
m) 


59 
(R = Et) 




3- (3, S-Z?7Jls* n -4- { [3- ( t? 


JfttW. 'H NMR: 1.23 
(3H, t, J=7.1), 2.57 
(2H, t, J=7.7), 2.86 
(2H, t, J=7.7), 4. 12 
(2H, q, J=7.l), 5.13 
(2H, s), 6.71-6.74 
(2H, m), 6.88 (IH, d, 
J= 8.3), 6.97-7.14 
(2H, m), 7.23-7.29 
(2H, m), 7.39 (IH, 
dd, J= 7,8, 7.8), 
7.64-7.73 (IH, m), 
8.19-8.21 (IH, m) 


60 

(R = H) 


3- (3, 5-v ? ^/U^P-4-{[3-(b° 

/U] ^ 3r is) y ~ >ru) n ^ 
S£ 


l H NMR: 2.60 
(2H, t, J=7.2), 2.86 
(2H, t, J=7.2), 5.13 
(2H, s), 6.70-6.73 
(2H, m), 6.89 (IH, d, 
J= 8.3), 7.02-7.12 
(2H, m), 7.26-7.29 
(2H, m), 7.37 . (IH, 
dd, J= 7.8, 7.8), 
7.65-7.75 (IH, m), 
8.23-8.25 (IH, m) 


61 
(R = Et) 




3- (3, -4- { [ 3- (3- 
dr^)7x^/U)7 P P^ V^:x. 


m#l%Os 'HNMR: 1.23 
(3H, t, J=7. 1), 2.57 
(2H, t, J=7.7), 2.86 
(2H, t, J=7.7), 4. 12 
(2H, q, J=7. 1), 5.09 
(2H, s), 6.58 (IH, 
dd, J= 1.5, 3.3), 
6.71-6.74 (2H, m), 
6.84 (IH, dd, J= 1.5, 
5.2), 6.95-7.01 (IH, 
m), 7.12-7.18 (2H, 
m), 7.23-7.32 (2H, 
m) 
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mi 2] 











62 
(R = H) 


F V" !5s r — ^"xir 


3- (3, -4- { [3- (3- 
^ 3i * >0 ^< ^ *JtV\ Or 


& fe£S £ . it £ 

45-46 <C ( ft |fe ^ ^ 

'HNMR: 2.64 (2H, 
t, J=7. 5), 2.87 (2H, 
t, J=7.5), 5.09 (2H, 
s), 6.58 (IH, dd, J= 
1.5, 3.2), 6.71-6.74 
(2H, m), 6.84 (IH, 
dd, J= 1.5, 5.2), 
6.97-7.04 (IH, m), 
7. 12-7. 17 (2H, m), 
7.24-7.32 (2H, m) 


63 
(R = Et) 




3-(3, 5-^7/U^-n-4-{[3-(2- 


ifc^s f H NMR: L23 
(3H, t, J=7. 1), 2.57 
(2H, t, J=7.5), 2.86 
(2H, t, J=7.5), 4.12 
(2H, q, J=7. 1), 5.09 
(2H, s) , 6. 52-6. 54 
(IH, m), 6.71-6.76 
(2H, m), 6.82 (2H, d, 
J= 2.6), 6.95-7.04 
(IH, m), 7.16-7.18 
(2H, m), 7.28-7.34 
(IH, m) 


64 
(R = H) 


3-(3, 5-^ -7>\sJr o -4- {[3- (2- 


WSSM, ! H NMR: 2.65 
(2H, t, J=7.4), 2.86 
(2H, t, J=7. 4), 5.09 
(2H, s) , 6. 53-6. 54 
(IH, m), 6.71-6.78 
(2H, m), 6.82 (2H, d, 
J= 2.6), 7.01-7.08 
(IH, m), 7.16-7.18 
(2H, m), 7.29-7.34 
(IH, m) 


65 
(R = Et) 


o 


3-(4-{[3-(4-T-fe^^7ai J 
=3riy)^<V ^/U]t^v/)-3, 5- 


IbVitos X H NMR: 1.23 
(3H, t, J= 7.2), 
2. 55-2. 60 (5H, m), 
2.86 (2H, t, J=7.4), 
4. 12 (2H, q, J=7.2), 
5.11 (2H, s), 
6.71-6.75 (2H, m), 
6.97-7.05 (3H, m), 
7.17 (IH, d, J=1.8), 
7.25-7.27 (IH, m), 
7. 38 (IH, dd, J= 7. 8, 
7.8), 7.94 (2H, d, J= 
8.9) 
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[*1 3] 



(R = H) 




3-(4-{[3-<4-Ti?5vw:7 3i / 
3r 5/) ^ S^/U] ^-^r ^}-3, 5- 



« 6 a , nt 

97-99 <C ( gfc m =. 7 

NMR: 2.58 (3H, s), 
2.64 (2H, t, J=7.5), 
2.87 (2H, t, J=7.5), 
5.12 (2H, s), 
6.72-6.76 (2H, m), 
6.95-7.05 (3H, m), 
7.16 (1H, s), 
7.25-7.28 (1H, m), 

7. 39 (1H, dd, J= 7. 8, 
7.8), 7.94 (2H, d, J= 

8. 9) 



67 
(R = Et) 



68 
(R = H) 




3- (3, 5- V 7 it n 

-4- { [3- (1, 3-^X^—^-2-^ 
J\s * 3r is ) > 9 J J V- ] it *c */ } 
7 =. ~;u) zfus< Vg£:n^vU 



OR 



'H NMR: 1.23 
(3H, t, J=7. 1), 2.57 
(2H, t ( J=7. 7), 2.86 
(2H, t, J=7.7), 4.12 
(2H, q, J=7. 1), 5.14 
(2H, s), 6.71-6.75 
(2H, m). 6.82 (1H, d, 
J= 3.8), 7.23-7.26 
(2H, m), 7.35-7.44 
(3H, m) 



3- (3, 5- & 7 Or P 

-4- { [3- (i, 3-^ r /l--2-^ 



*H NMR: 2.62 
(2H, t, J=7.3), 2.86 
(2H, t, J= 7.3), 
5.15 (2H, s), 
6.71-6.74 (2H, m), 
6.83 (1H, d, J=3.8), 
7.21-7.44 (5H, m) 



69 
(R = Et) 



3- (3, 5-v>7yu^-a-4-{[3-(l- 




l H NMR: 
(3H, t, J=7. 1), 
(2H, t, J=7.6), 
(2H, t, J=7.6), 
(2H, q, J=7. 1), 
s), 6. 65 
m), 
m), 
m), 
m), 



(2H, 
(2H, 
(1H, 
(7H, 
(1H, 



6. 91 

7. 13 

7. 85 

8. 12- 



1.25 
2. 57 
2. 86 

4. 12 

5. 09 
-6. 78 
-7. 03 
■7. 65 
-7. 90 
-8. 26 



(2H, m) 



70 
(R = H) 



3-(3, 5-> ? 7/U^-n-4-{[3-(l- 



l H NMR: 
(2H, t, J=7.5), 
(2H, t, J=7.5), 



(2H, 
(2H, 
(1H, 
(7H. 
(1H, 



s). 
m), 
m), 
m), 
in), 



6.63- 

6. 90- 

7. 15- 
7.86- 

8. 17- 



2. 63 
2. 86 
5. 09 
■6. 80 
•7. 01 
•7. 67 
•7. 90 
8. 26 



(2H, m) 
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mi 4] 











71 
(R = Et) 




3- {3- 7 A, * u -4- [1- (3- V =c 


JStf^U ! H NMR: 1. 19 
(3H, t, J=7.5), 1.65 
(3H, d, J=6.3), 2.53 
(2H, t, J=7.2), 2.82 
(2H, t, J=7.2), 4.11 
(2H, q, J=7.5), 5.72 
(IH, q, J= 6.3), 
6.69-6.77 (2H, m), 
6.84-7.00 (4H, m), 
7.06-7.38 (5H, m), 
7.57-7.62 (IH, m) 


72 
(R = H) 


3- {3- ~7 )V X2 -4- 1 1- (3- 7 


i28-i3b t; (gEm^*? 

jV « 1^ ^ ) > 'H 

NMR: 1.64 (3H, d, J= 
6.3), 2.60 (2H, t, J= 
7. 8) , 2. 83 (2H, t, J= 
7.8), 5.72 (IH, q, J= 
6.3), 6.70-6.79 (2H, 
m) , 6. 85-6. 98 (4H, 
m), 7.08-7.37 (5H, 
m), 7.58 (IH, dd, J= 
1.5, 7.5) 


73 
(R = Et) 


cc 

6 


3- {3- -7 )\> Or n -4- [1- (2~ 7 ^ 


! H NMR: 1.21 
(3H, t, J= 6.9), 1.64 
(3H, d, J= 6.6), 2.54 
(2H, t, J= 7.8), 2.83 
(2H, t, J= 7.8), 4.11 
(2H, q, J= 6.9), 5.24 
(IH, q, J= 6.9), 
6.69-6.77 (2H, m), 
6.86-6.98 (4H, m), 
7. 05-7. 12 (3H, m), 
7.28-7.34 (3H, m) 


74 
(R = H) 


3- {3- ^A-^n -4- [1- (2- 7 re 


fftJtfc^K *H NMR: 1.64 
(3H, d, J= 6.6), 2.61 
(2H, t, J= 7.8), 2.85 
(2H, t, J= 7.8), 5.25 
(IH, q, J= 6.6), 
6.70-6.78 (2H, m), 
6.86-6.99 (4H, m), 
7.05-7.12 (3H, m), 
7.30-7.34 (3H, m) 
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[*1 5] 



75 
(R = Et) 



76 
(R = H) 




3- (3- 7 JV* C3 -4-{[2-(3--f 



» # $3 > J H NMR: 
1.20-1.25 (9H, in), 
2.56 (2H, t, J= 7.8), 
2.83-2.90 <3H, m), 
4. 12 (2H, q, J= 7.2), 
5.21 (2H, s), 
6.75-6.99 (7H, m), 
7. 14 (1H, dd, J= 6. 6, 
7.5), 7.21-7.29 (2H, 
m), 7.60 (1H, d, J= 
6. 3) 



3- (3- 7 fls *fr b -4- { [2- (3- >T 



mi -& 11$ ft , n 

85-86 <C ( g£ gfe ^ 
/U— ^^-frV) > L2 3 
(6H, d, J= 6.9), 2.62 
(2H, t, J= 8.1), 
2.83-2.90 (3H, m), 
5.22 (2H, s), 
6.75-6.99 (7H, m), 
7. 13 (1H, dd, J= 7. 5, 
7.5), 7.21-7.29 (2H, 
m), 7.60 (1H, dd, J= 
1.5, 7.8) 



77 
(R = Et) 



78 
(R = H) 




3- (3- 7 )V n -4- { [2- (4--f 



» ^ ^ > l H NMR: 
1.20-1.25 (9H, m), 
2.56 (2H, t, J=8. 1), 
2.83-2.92 (3H, m), 
4. 12 (2H, q, J= 6.9), 
5.21 (2H f s), 
6.81-6.94 (6H, m), 
7.09-7.27 (4H, m), 
7.59 (1H, dd, J= 1.2, 
7.5) 



H 3 CT ^CH 3 



3- (3- 7 ir n -4- { [2- (4- 



ifcjRISK 'H NMR: 1.24 
(6H, d, J= 6.9), 2.63 
(2H, t, J= 7.8), 
2.85-2.92 (3H, m), 
5.22 (2H, s), 
6.82-6.95 (6H, m), 
7.10-7.26 (4H, m), 
7. 60 (1H, d, J= 7. 5) 



79 
(R = Et) 



cc 




3- (3- 7 /U & u -4- { [2- (2- 7 



'H NMR: 1. 22 
(3H, t, J= 6.9), 2.56 
(2H, t, J= 8. 1), 2.86 
(2H, t, J= 8. 1), 4. 12 
(2H, q, J= 6.9), 5. 19 
(2H, s), 6.81-7.05 
(8H, m), 7. 11-7.29 
(2H, m), 7.60 (1H, 
dd, J= 1.2, 7.5) 
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mi 6] 











80 
(R = H) 




3- (3- 7 * a -4- { [2- (2- 7 
Or * is] 7 ^ *7 a /< 


88-89 <C ( gfc ^ s f- 
jU — ^ ^ ^ ) , *H 
NMR: 2.63 (2H, t, J= 
7.5), 2.88 (2H, t, J= 
7.5), 5.20 (2H, s), 
6.81-7.32 (10H, m), 
7. 60 (IH, d, J= 7. 2) 


81 
(R = Et) 


cc°;r 

On* 


3- (3- 7;i-jrv-4-{[2- (2-4 V 

7^P \f)\s7 J ^r »^<>^ 
M it* i/) 7 ^ -?n/<ls 


Jffi Jtft ^ . 'H NMR: 
1.20-1.27 (9H, m), 
2.57 (2H, t, J=7.8), 
2. 87 (2H, t, J= 7. 8) , 
3.29 (IH, m), 4.12 
(2H, q, J=7.2), 5.26 
(2H, s), 6.71 (IH, d, 
J= 8.1), 6.80-6.92 
(4H, m), 7.06-7.36 
(5H, m), 7.59 (IH, d, 
J= 8. 4) 


82 
(R = H) 


3- (3-7 /U^r n -4- { [2- (2~4 V 
?v\ Or* i/} 7 zc yp/^y 


m & ^ a , m & 

98-99 X: ( @fc @£ ^ *f- 
,V ~ ^ ^ is ) s »H 
NMR: 1.23 (6H, d, J= 
6.9), 2.63 (2H, t, J= 
8. 1), 2.88 (2H, t, J= 
8.1), 3.28 (IH, m), 
5.27 (2H, s), 6.71 
(IH, d, J= 8.1), 
6.80-6.98 (4H, m), 
7.06-7.36 (5H, m), 
7. 59 (IH, d, J= 7. 5) 


83 
(R = Et) 


o 


3- (3- 7^^u-4- {[2- (3- ^ >U 


?ftJtfc^ l H NMR: 1.22 
(3H, t, J=7.2), 2.56 
(2H, t, J=7.8), 2.86 
(2H, t, J= 7.8), 4. 12 
(2H, q, J=7.2), 5.15 
(2H, s), 6.64-6.97 
(7H, m), 7.18-7.34 

/nil \ r-j r* 1 /ill 1 

(3H, m), 7. 61 (IH, d, 
J= 7. 3) 


84 
(R = H) 


3- (3- 7 iViSr a -4- { [2- (3- 7 A* 


m & & & , si 

81-82 *C ( ^ ^ 
/U - ^ If V ) , ! H 
NMR: 2.63 (2H, t, J= 
7.8), 2.87 (2H, t, J= 
7.8), 5.15 (2H, s), 
6. 63-6. 97 (7H, m) , 
7.18-7.34 (3H, m), 
7.61 (IH, d, J= 7.3) 



A 
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mi 7] 





8}£<* 






85 
(R = Et) 


o 

cc 

<> 

F 


3- (3- 7 )V Jr n -4- { [2- (4- ^ 


! H NMR: 1.22 
(3H, t, J= 7.2), 
2.57 (2H, t, J=7.8), 
2. 86 (2H, t, J= 7. 8) , 
4.12 (2H, q, J=7.2), 
5.28 (2H, s), 
6.76-7.26 (10H, m), 
7.60 (IH, dd, J= 1.2, 
7. 5) 


86 
(R = H) 


3- (3- 7 ) V n -4- { [ 2- (4- 7 ) V 


U B ft X ^ ^ 

68-70 <C ( rc ^ 
yU — *H 
NMR: 2.64 (2H, t, J= 
7.8), 2.88 (2H, t, J= 
7.8), 5.29 (2H, s), 
6.76-7.24 (10H, m), 
7. 60 (IH, d, J= 7. 5) 


87 
(R = Et) 


0 


3-[3-7^^-n-4-({3-[4-( h 
yu] Vgg^^yP 


jfttt*^ 'H NMR: 1.23 
(3H, t, J=7.2), 2.57 
(2H, t, J=7.8), 2.88 
<2H, t, J=7.8), 4. 12 
(2H, q, J=7.2), 5.10 
(2H, s), 6.85-7.05 
(6H, m), 7. 14 (IH, d, 
J=2. 1), 7.25 (IH, d, 
J= 6.9), 7.39 (IH, 
dd, J= 7.8, 7.8), 
7. 57 (2H, d, J= 8. 7) 


88 
(R = H) 


3- [3- :7 )V ?r a -4- ( {3- [4- ( h 


M & ^ ft . ^ ^ 
114-115^ (gt®*^^ 

yU — ^ * V ) „ 'H 

NMR: 2.64 (2H, t, J= 
7.8), 2.89 (2H, t, J= 
7.8), 5.10 (2H, s), 
6.85-7.05 (6H, m), 
7.14 (IH, s), 7.24 
(IH, d, J=6.6), 7.39 
(IH, dd, J= 7.8, 
7.8), 7.57 (2H, d, J= 
8. 4) 
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[*18] 



89 
(R = Et) 



3- (3- 7 n -4- { [3- (4-^ o 



90 
(R = H) 



l H NMR: 0.95 
(3H, t, J=7.5), 1.23 
(3H, t, J=7.2), 1.63 
(2H, qt, J= 7.5, 
7.8), 2.57 (2H, t, J= 
7.8), 2.57 (2H, t, J= 
7.2), 2.88 (2H, t, J= 
7.2), 4.12 (2H, q, J= 
7.2), 5.07 (2H, s), 
6.81-6.96 (6H, m). 
7.06 (1H, s), 
7.11-7.15 (3H, m), 
7. 31 (1H, dd, J= 7. 8, 
7. 8) 



3- {Z-7J\s3r n -4- { [3- (4-^ a 



m 6 m ft > HA 

83-84 «C ( ft Bk 3i ^ 
yv- — f - ^ ) ^ ! H 
NMR: 0.95 (3H, t, J= 
7.8), 1.63 (2H, qt, 
J= 7.8, 7.8), 2.57 
(2H, t, J=7.8), 2.64 
(2H, t. J= 7.8), 2.88 
(2H, t, J=7.8), 5.07 
(2H, s), 6.82-6.97 
(6H, m), 7.06 (1H, 
s), 7.12-7.15 (3H, 
m), 7.31 (1H, dd, J= 
7.8, 7.8) 



91 
(R = Et) 



3- (4- {[3- (3, 4-^ nn7x 
yjvirn y=.^si>)y 



! H NMR: 1,23 
(3H, t, J=7.2), 2.57 
(2H, t, J=7.2), 2.88 
(2H, t, J= 7.2), 4. 12 
(2H, q, J=7.2), 5,09 
(2H, s), 6.83-6.97 



92 
(R = H) 



(5H, m), 
(2H, m), 
(1H, m), 

(2H, m) 



7. 07-7. 10 
7. 21-7. 26 
7. 35-7. 40 



3- (4- {[3- (3, Ar 9 J9 nn7x 



M 6 ^ ft > g$ ^ 
101-103T: (g^iferc^- 

— ^ 3r f* V ) > 'H 
NMR: 2.64 (2H, t, J= 
7.5), 2.89 (2H, t, J= 
7.5), 5.09 (2H, s), 
6.83-6.97 (5H, m), 
7.07-7.10 (2H, m), 
7.21-7.26 (1H, m), 
7.35-7.40 (2H, m) 
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[*1 9] 











93 
(R = Et) 


J^L ^CL 


3-{4-[(3,5-^^ h^r^y^ 


'H NMR: 1.23 
(3H, t, J=7. 1 Hz), 
2.57 (2H, t, J=7.7 
Hz), 2.87 (2H, t, 
J=7.7 Hz), 3.79 (6H, 
s), 4.12 (2H, q, 
J=7. 1 Hz), 5.06 (2H, 
s), 6.40 (IH, t, 
J=2. 2 Hz), 6.58 (2H, 
d, J=2.2 Hz), 
6.82-6.97 (3H, m). 


94 
(R = H) 


CH3 K^<^^^ 

0 


3-{4-[(3,5-v?y h*t"<>V 


109-110 x: (tfc®^ 

NMR: 2.64 (2H, t, 
J=7.6 Hz), 2.88 (2H, 
t, J=7. 6 Hz), 3.79 
(6H, s), 5.06 (2H, 
s), 6.41 (IH, t, 
J=2.3 Hz), 6.58 (2H, 
d, J=2.3 Hz), 
6.83-6.98 (3H, m). 


95 
(R = Et) 




3-{4-[(3,5-^ b 


& e, m & , m & 

41-42 X: (gfcgg^n^ 
? V — ^. * ) % ih 
NMR: 1.23 (3H, t, 
J=7. 1 Hz), 1.39 (6H, 
t, J=7.0 Hz), 2.57 
(2H, t, J=7.7 Hz), 
2.86 (2H, t, J=7.7 
Hz), 4.01 <4H, q, 
J=7.0 Hz), 4. 12 (2H, 
q, J=7. 1 Hz), 5.04 
(2H, s), 6.39 (IH, t, 
J=2.2 Hz), 6.56 (2H, 
d, J=2.2 Hz), 
6.81-6.96 (3H, m). j 


96 
(R = H) 


3- {4- [ (3, 5~i>zr. h >-< V i? 


& & *§ A , M & 

93-95 *C (flflfc^ 
j\, — ^ ^ if- is ) % ! H 

NMR: 1.39 (6H, t, 
J=7. 0 Hz), 2.64 (2H, 
t, J=7.6 Hz), 2.88 
(2H, t, J=7.6 Hz), 
4.01 (4Hr q, J=7.Q 
Hz), 5.04 (2H, s), 
6.39 (IH, t, J=2. 3 
Hz), 6.56 (2H, d, 
J=2.2Hz), 6.82-6.98 
(3H, m). 
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[t2 0] 











97 
(R = Et) 


O 


3-^yU^n~4-[(2, 4, 6- b V * 
V ~7 n /< Vgg^ ^ jv 


i& ft W * *H NMR: 
1.27(3H, t, J= 7.2), 
2.27 (3H, s), 2.37 
(6H, s), 2.59 (2H, t, 
J=7.5), 2.89 (2H, t, 
J=7.5). 4.13 (2H, q, 
J= 7.2), 5.04 (2H, 
s) , 6. 85-7. 06 (4H, 
m) 


98 
(R = H) 


3-^/U^-n-4-[(2,4, 6- hi) * 


i24-i25t: mm***?- 

NMR: 2.28 (3H, s), 
2.37 (6H, s), 2.66 
(2H, t, J=7.2), 2.91 
(2H, t, J=7.2), 5.04 
(2H, s), 6.85-7.09 
(5H, m) 


99 
(R = Et) 


o 


3-[4-(i,3-^y/^t^y- 

n -7=.— sulcus* z/^^^/u 


ItoVtWd, 'H NMR: 1.23 
(3H, t, J=7. 1 Hz), 
2.57 (2H, t, J=7.6 
Hz), 2.87 (2H, t, 
J=7.7 Hz), 4. 12 (2H, 
q, J=7. 1 Hz), 5.00 
(2H, s), 5.96 (2H, 
s), 6.77-6.96 (6H, 
m). 


100 
(R = H) 


3-[4-(l,3-<y/v?t^y- 
/W-5->fyU^ h^r^)-3->^/V^- 


6 ft > M £ 
137-138 *C (g^gL^ 
^-tf-^K *H 
NMR: 2.65 (2H, t, 
J=7. 6 Hz) , 2. 89 (2H, 
t, J=7.6 Hz), 5.00 
(2H, s), 5.96 (2H, 
s), 6.77-6.98 (6H, 
m). 
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«2 1] 



101 

(R = Et) 



102 
(R = H) 




OR 



3-[4-(i,3-^y/^t*y- 



, *H NMR: 1.23 
(3H, t, J=7. 1 Hz), 
2.57 (2H, t, J=7.7 
Hz), 2.87 (2H, t, 
J=7.7 Hz), 4. 12 (2H, 
q, J=7. 1 Hz), 5.09 
(2H, s), 5.99 (2H, 
s) , 6. 80-6. 98 (6H, 
m). 



e 6 m a , m & 

131-133 <C 
^>0— ^*1^K 'H 
NMR: 2.64 (2H, t, 
J=7. 6 Hz)., 2. 89 (2H, 
t, J=7.6 Hz), 5.10 
(2H, s), 5.99 (2H, 
s), 6.77-6.99 (6H, 
m). 



103 

(R = 
MeOChfe) 



3-(3-^yU^n-4-{[3-(^ 



104 
(R = H) 




*H NMR: 1.23 
(3H, t, J=7. 1 Hz), 
2.57 (2H, t, J=7.7 
Hz), 2.87 (2H, t, 
J=7.7 Hz), 3.48 (3H, 
s), 4.12 (2H, q, 
J=7. 1 Hz), 5.08 (2H, 
s), 5.18 (2H, s), 
6.79-7.12 (6H, m), 
7.26-7.32 (1H, m) . 



3-{3-7/l^^-n-4-[(3-fc Kp 



*H NMR: 1.23 
(3H, t, J=7. 1 Hz), 
2.57 (2H, t, J=7. 6 
Hz), 2.87 (2H, t, 
J=7. 6 Hz), 4. 12 (2H, 
q, J=7. 1 Hz), 4.83 
(1H, brs), 5.07 (2H, 
s), 6.76-6.99 (6H, 
m), 7.21-7.26 (1H, 
m). , 



WO 2005/051373 



PCT/JP2004/017996 



275 



[*2 2] 



105 
(R = t-Bu) 



3-(4-{[3-(2-tert-y h 3r is 



! H NMR: 1.23 
(3H, t, J=7. 1 Hz), 
1.48 (9H, s), 2.57 
(2H, t, J=7.7 Hz), 
2.87 (2H, t, J=7.7 
Hz), 4.12 (2H, q, 
J=7. 1 Hz), 4.52 (2H, 
s), 5.08 (2H, s), 
6.79-7.05 (6H, m), 
7.26-7.31 (1H, m). 



106 
(R = H) 




(3- {[4- (3-^ 

lf;U)-2-7;I/to7x/ 



a 6 «S A . » * 

72-74 nc 

yu — ^ 3r * V ) „ l H 
NMR: 1.23 (3H, t, 
J=7. 1 Hz), 2.59 (2H, 
t, J=7.5 Hz), 2.87 
(2H, t, J=7.5 Hz), 
4.12 (2H, q, J=7. 1 
Hz), 4.68 (2H, s), 
5.11 (2H, s), 
6.80-6.98 (5H, m), 
7.06 (1H, d, J=7.6 
Hz), 7.31 (1H, t, 
J=7. 9 Hz) . 



107 



HO. 




3-(4-{[3-(^7/U2p^ is* 

*Jfr] * * is ) -3-7 Ju 



OH 



e ft t» s , iha 

150-151 <C (g£®^ 
1 H 

NMR: 2.68 (2H, t, 
J=7. 1 Hz), 2.90 (2H, 
t, J=7. 1 Hz), 4.63 
(2H, s), 5.22 (2H, 
s), 6.60 (1H, s), 
6.69 (1H, t, J=8.3 
Hz), 6.77 (1H, d, 
J=9. 3 Hz) , 6. 90-6. 97 
(2H, m), 7.04 (1H, d, 
J=7.4 Hz), 7.33 (1H, 
t, J=7. 7 Hz), 
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[f 2 3] 











108 

(R = Et) 




3- (Z-7/l>* u -4- { [3- 

y ^ m # 3r ) V *J j u ] * 


! H NMR: 1.23 
(3H, t, J=7. 1 Hz), 
2.28 (3H, s), 2.57 
(2H, t, J=7.7 Hz), 
2.87 (2H, t, J=7.7 
Hz), 4.12 (2H, q, 
J=7. 1 Hz), 4.55 (2H, 
s), 5.08 (2H, s), 
6.76-7.09 (6H, m), 
7.27-7.33 (IH, m) . 


109 
(R = H) 


3- (3- 7 /Urt n -4- { [3- 


a » & s ■ ^ 

83-85 (g^^m^ 
,U _ ^ ^ >- ) , l H 
NMR: 2.28 (3H, s), 
2.65 (2H, t, J=7.5 
Hz), 2.89 (2H, t, 
J=7.5 Hz), 4.54 (2H, 
s), 5.09 (2H, s), 
6.81-6.99 (5H, m), 
7.05 (IH, d, J=7.6 
Hz), 7.30 (IH, t, 
J=7. 8 Hz) . 


110 
(R = Et) 


o 


3- [3- 7 /U ^" a -4- ( {3- [2- ( ^ 


'H NMR: 1. 23 
(3H, t, J=7. 1 Hz), 

2.58 (2H, t, J=7.6 
Hz), 2.84-2.93 (5H, 
m), 4.12 (2H, q, 
J=7. 1 Hz), 4.50 (2H, 
s), 5.09 (2H, s), 

6.59 (IH, brs), 
6.83-7.09 (6H, m), 
7.32 (IH, t, J=7. 9 
Hz). 


111 
(R = H) 


3-[3-^^^n-4-({3-[2-(^ 


a fe m & s m & 
134-136 «c (mm** 

^/l'— -^rU-VK 'H 
NMR: 2.66 (2H, t, 
J=7.2Hz), 2.86-2.93 
(5H, m), 4.38 (2H, 
s), 5.10 (2H, s), 
6.69 (IH, brs), 
6.78-6.90 (4H, m), 
6.98 (IH, dd, J=2.0, 
12.3 Hz), 7.07 (IH, 
d, J=7.6 Hz), 7.32 
(IH, t, J=7. 9 Hz) 
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[*2 4] 



112 
(R = Et) 



113 
(R = H) 




OR 



3-[4-<{3-[2-(^ ^ )VT % 



3-[4-({3-[2-(i>7< 5 



ttttfe* 'H NMR: 1.23 
(3H, t, J=7.1 Hz), 
2.57 (2H, t, J=7.7 
Hz), 2.87 (2H, t; 
J=7. 7 Hz), 2.98 (3H, 
s), 3.09 (3H, s), 
4.12 (2H, q, J=7.1 
Hz), 4.69 (2H, s), 
5.08 (2H, s), 
6.82-7.06 (6H, m), 
7.26-7.32 (1H, m). 



e fe m & * m& 

178-179 <C (fM»J- 
^■A— ^^r^V), l H 
NMR: 2.64 (2H, t, 
J=7.3 Hz), 2.88 (2H, 
t, J=7.3 Hz), 2.99 
(3H, s), 3.09 (3H, 
s), 4.60 (2H, s), 
5.09 (2H, s), 
6.79-6.98 (5H, m), 
7.05 (1H, d, J=7.6 
Hz), 7.26-7.32 (1H, 
m). 



114 
(R = Et) 




3- (4- { [3- (2-T ^ J -2-Hr* y 
^ h 3r *S ) << ^ 9 J A" ] 3r * 
S/} -3- 7 p ^ zn ^A) ^ n 



OR 



e IS ft , RA 
86-87 «C 

;l/-^^fy), 'H 
NMR: 1.23 (3H, t, 
J=7. 1 Hz), 2.58 (2H, 
t, J=7.6 Hz), 2.88 
(2H, t, J=7.7 Hz), 
4.12 (2H, q, J=7. 1 
Hz), 4.51 (2H, s), 
5.09 (2H, s), 5.60 
(1H, brs), 6.54 (1H, 
brs), 6.80-7.00 (4H, 
m), 7.04 (1H, s), 
7.09 (1H, d, J=7.6 
Hz), 7.33 (1H, t, 
J=7. 9 Hz) . 
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[*2 5] 



115 
(R = H) 




OR 



3-(4-([3-(2-7S 

=c b * *y ) ^< V ^ ] Or 3r 



e A « a , it a 

120-121 *C (ftS*^ 
^^-^^r^VK *H 
NMR (DMS0-<4) : 2.51 
(2H, t, J=7.5 Hz), 
2.75 (2H, t, J=7.5 
Hz), 4.42 (1H, s), 
4.64 (1H, s), 5.10 



(2H, 

(6H, 

(1H, 

brs), 

brs), 

brs) . 



s), 6.83-7.17 
m) , 7. 25-7. 35 
m), 7.38 (1H, 
7. 53 (1H, 
12. 78 (1H, 



116 



a. 




CH, 



3-(3-^/U^-a-4-{[3-(^ b* 

is * b^is)-5-y zxl / 3^>-< 



jft*4»> l HNMR: 1.23 
(3H, t, J=7. 1 Hz), 
2.57 (2H, t, J=7. 7 
Hz), 2.87 (2H, t, 
J=7.7 Hz), 3.46 (3H, 
s), 4.12 (2H, q, 
J=7. 1 Hz), 5.02 (2H, 
s), 5.14 (2H, s), 
6.65 (1H, t, J=2.2 
Hz), 6.71 (1H, s), 
6.84-6.96 (6H, m), 
7.12 (1H, t, J=7.4 
Hz), 7.30-7.37 <2H, 
m). 



117 
(R = Et) 




3-{3-^^^-n-4-[(3-t: Kn 
>-5- 7 3i / =*r v"< ^ 



fftJ^^ls *H NMR: 1.26 
(3H, t, J=7.2 Hz), 
2.57 (2H, t, J=7.6 
Hz), 2.87 (2H, t, 
J=7.6 Hz), 4. 12 (2H, 
q, J=7. 1 Hz), 5.01 
(2H, s), 5.11 (1H, 
s), 6.41 (1H, t, 
J=2.2Hz), 6.60-6.65 
(2H, m), 6.80-7. 16 
(6H, m), 7.31-7.38 
(2H, m). 
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[*2 6] 



ass 



7 s - f 



118 
(R = H) 



ou5u 




3-{3-^yU^-n-4-[(3-fc Kn 



S ft A , Si j& 

172-173 <C (StSS^ 

^rl^h 'H 

NMR: 2.48 (2H, t, 
J=7.5 Hz), 2.73 (2H, 
t, J=7.5 Hz), 5.03 
(2H, s), 6.28 (1H, t, 
J=2. 1 Hz), 6.47 (1H, 
s), 6.58 (1H, s), 
6.91-7.16 (6H, m), 
7.38 (2H, t, J=8.0 
Hz), 9.67 (1H, s), 
12.08 (1H, brs). 



119 
(R = Et) 



3-{3-^^^n-4-[(3-^< 



120 
(R = H) 



Gu6u 




(3H, t, J 
2.57 (2H, 
Hz), 2.87 
J=7.7 Hz), 
s), 4.12 
J=7.2 Hz), 
s), 6.50 
J=2. 3 Hz), 
s), 6.74 

6. 81-7. 04 

7. 08-7. 17 
7. 30-7. 38 



NMR: 1.23 
=7.2 Hz), 
t, J=7.7 
(2H, t, 
3.77 (3H, 
(2H, q, 
5.03 (2H, 



(1H, 
6.65 (1H, 
(1H, s), 
(5H, 
(1H, 
(2H, 



t, 



m), 
m), 



m). 



OR 



3-{3-^^^-n-4-[(3-p< h*c 



e ft m m* x St * 

94-96 *C (gfcg^^ 
;l/-^^fy) N »H 
NMR: 2.64 (2H, t, 
J=7.5 Hz), 2.89 (2H, 
t, J=7.5 Hz), 3.77 
(3H, s), 5.04 (2H, 
s), 6.50 (1H, t, 
J=2.3 Hz), 6.65 (1H, 
s), 6.74 (1H, s), 
6.83-7.04 (5H, m), 
7.12 (1H, t, J=7.4 
Hz), 7.34 (2H, t, 
J=8. 0 Hz). 



WO 2005/051373 PCT/JP2004/017996 

280 



[*2 7] 











121 
(R = Et) 


J- 

O 


3- {4-[ (3-^ h * 7^ J 
* V v'yu) ^- 3r 5/ ] -3- 7 y w 


»5R4»* 'H NMR: 1.23 
(3H, t, J=7.2 Hz), 
1.38 (3H, t, J=7. 2 
Hz), 2.57 (2H, t, 
J=7. 7 Hz) , 2. 87 (2H, 
t, J=7.7 Hz), 3.99 
(2H, q, J=7.2 Hz), 
4.12 (2H, q, J=7. 2 
Hz), 5.03 (2H, s), 
6.48 (IH, t, J=2. 3 
Hz), 6.64 (IH, s), 
6.73 (IH, s), 
6.81-7.03 (5H, m), 
7.08-7.14 (IH, m), 
7.29-7.37 (2H, m) . 


122 
(R = H) 


3- {4-[ (3-^ h V~5- 7 / 
=*r v"< ^ v^U) ^ V] -3- 7 


ttJRtt* 'H NMR: 1.38 
(3H, t, J=7. 1 Hz), 
2.64 (2H, t, J=7.7 
Hz), 2.88 (2H, t, 
J=7. 7 Hz), 3.99 (2H, 
q, J=7. 1 Hz), 5.03 
<2H, s), 6.48 (IH, t, 
J=2. 3 Hz), 6.64 (IH, 
s), 6.73 (IH, s), 
6.83-7.03 (5H, m), 
7.08-7.18 (IH, m), 
7.29-7.36 (2H, m). 


123 
(R = Et) 


o 


3-{3-:7/U3t-ci-4-[(3-> f 

a # * i/-5- 7 * / 3f V 5* 


?0W$K l H NMR: 1.23 
(3H, t, J=7. 1 Hz), 
1.30 (6H, d, J=6. 1 
Hz), 2.57 (2H, t, 
J=7.7 Hz), 2.87 (2H, 

t, J-f. 1 HZJ, 4. 16 

(2H, q, J=7.1 Hz), 
4. 50 (IH, septet, 
J=6. 1 Hz), 5.02 (2H, 
s), 6.47 (IH, t, 
J=2. 2 Hz), 6.62 (IH, 
s), 6.71 (IH, s), 
6.81-7.03 (5H, m), 
7.11 (IH, t, J=7.4 
Hz), 7.29-7.36 (2H, 
m). 
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[*2 8] 











124 
(R=H) 


O 


3-{3-^/l^^P-4-[(3->f V:/ 


Sfe^ix Si & 

84-85 <C <M&^ 
^ — ^ 3r 1J* V K *H 
NMR: 1.30 (6H, d, 
J=6. 1 Hz) , 2. 64 (2H, 
t, J=7.5 Hz), 2.88 
(2H, t, J=7.6 Hz), 
4. 50 (IH, septet, 
J=6. 1 Hz), 5.02 (2H, 
s), 6.47 (IH, t, 
J=2.2 Hz), 6.62 (IH, 
s), 6.71 (IH, s), 
6.85-7.16 (6H, in), 
7.28-7.39 (2H, m). 


125 
(R = Et) 






ffltt** 'H NMR: 0.95 
(3H, t, J=7.4 Hz), 
1.23 (3H, t, J=7. 1 
Hz), 1.38-1.53 (2H, 
m), 1.68-1.78 (2H, 
m), 2.57 (2H, t, 
J=7.7 Hz), 2.87 (2H, 
t, J=7.7 Hz), 3.92 
(2H, t, J=6.5 Hz), 
4.12 (2H, q, 1=7.1 
Hz), 5.03 (2H, s), 
6.49 (IH, t, J=2.2 
Hz), 6.63 (IH, s), 
6.73 (IH, s), 
6.81-7.14 (6H, m), 
7.29-7.37 (2H, m). 


126 
(R=H) 


o 


3-{4-[(3-y h#i/-5-7x/ 
^^^<>-^yU)^^r^]-3-7 


a ft m a > m & 

73-74 «C m%£^ 
;U-^^rf y), ! H 
NMR: 0.95 (3H, t, 
J=7.4Hz), 1.39-1.53 
(2H, m), 1.68-1.78 
(2H, m), 2.64 (2H, t, 
J=7.6 Hz), 2.88 (2H, 
t, J=7.6 Hz), 3.92 
(2H, t, J=6.5 Hz), 
5.03 (2H, s), 6.49 
(IH, t, J=2.2 Hz), 
6.63 (IH, s), 6.73 
(IH, s), 6.82-7.14 
(6H, m), 7.30-7.36 
(2H, m). 
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[t2 9] 





»*63S 






127 
(R = t-Bu) 




3-(4-{[3-(2-tert- b *c ^ 


ffltt®, 'H NMR: 1.23 
(3H, t, J=7. 1 Hz), 

1.46 (9H, s), 2.57 
(2H, t, J=7.7 Hz), 
2.87 (2H, t, J=7.7 
Hz), 4.12 (2H, q, 
J=7. 1 Hz), 4.47 (2H, 
s), 5.02 (2H, s), 

6.47 (IH, t, J=2. 3 
Hz), 6.68 (IH, s), 
6.72 (IH, s), 
6.80-7.05 (5H, m), 
7.08-7.16 (IH, m), 
7.30-7.37 (2H, m). 


128 
(R = H) 




(3- { [4~ (3-Ji h * V 


fS#^K *H NMR: 1.23 
(3H, t, J=7. 1 Hz), 
2.59 (2H, t, J=7.4 
Hz), 2.87 (2H, t, 
J=7.5 Hz), 4. 12 (2H, 
q, J=7. 1 Hz), 4.63 
(2H, s), 5.06 (2H, 
s), 6.51 (IH, t, 
J=2.3 Hz), 6.52-7.21 
(8H, m), 7.30-7.41 
(2H, m). 


129 


o 


o I L«> V 77 A' /J> =r V .7* P ^nT 


& & m & s' M & 

122-124 vJ (Spit^ 
^^Vh *H 
NMR: 2.69 (2H, t, 
J=7. 1 Hz) , 2. 90 (2H, 
t, J=7. 1 Hz), 4.60 
(2H, s), 5.13 (2H, 
s), 6.39 (IH, s), 
6.53 (IH, t, J=2. 3 
Hz), 6.66-7.18 (7H, 
m), 7.33-7.39 (2H, 
m). 
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[$3 0] 











130 
(R = Et) 


O^CONHCHa 

o 


3- [3- 7 )V 3r a -4- ( {3- [2- ( * 


e n & . et j» 

95-96 X: (fttt^ 
vw — ^ 3riJ- V) , *H 
NMR: 1.23 (3H, t, 
J=7. 1 Hz), 2.58 (2H, 
t, J=7. 6 Hz), 
2.85-2.91 (5H, m), 
4.12 (2H, q, J=7.1 
Hz), 4.45 (2H, s), 
5.03 (2H, s), 6.48 
(IH, t, J=2. 3 Hz), 
6.55 (IH, brs), 6.72 
(IH, s)i 6.75 (IH, 
s), 6.85-7.19 (6H, 
m), 7.33-7.39 (2H, 
m). 


131 
(R = H) 

• 


3- [3- 7 JV Or X2 -4- ( {3- [2- ( ^ 
v-] -5-7xy^f >-< :/ v^u} 


a 6 it a . ia 

153-154 *C (@f®^ 
^V^—^^:/), J H 
NMR: 2.66 (2H, t, 
J=7. 1 Hz) , 2. 87-2. 93 
(5H, m), 4.29 (2H, 
s), 5.04 (2H, s), 
6.42 (IH, s), 6.48 
(IH, t, J=2. 2 Hz), 
6.64 (IH, brs), 6.72 
(IH, s), 6.77-7.21 
(6H, m), 7.34-7.41 
(2H, m). 


132 
(R = Et) 


O^CON(CH^ 

o 


3-[4-({3-[2-< v?* f/vr^; 

/ ) -2- =r y ^n: h =r v J -o- 
7x y * i"< 5* / W * 
$/).-3-7/U;j- P7x^;l/]/n 


mVtVO. ! H NMR: L 23 
(3H, t, J=7. 1 Hz), 
2.57 (2H, t, J=7.7 
Hz), 2.87 (2H, t, 
J=7. 7 Hz) , 2. 97 (3H, 
s), 3.05 (3H, s), 
4.12 (2H, q, J=7. 1 
Hz), 4.65 (2H, s), 
5.02 (2H, s), 6.53 
(IH, t, J=2. 2 Hz), 
6.68 (IH, s), 6.76 
(IH, s), 6.84-7.13 
(6H, m), 7.31-7.37 
(2H, m). 
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[S3 1] 



-51 



133 
(R = H) 




3-[4-({3-[2-(^;* J\"7 X 
/ )-2-^3f V at h * 

> v> } 3r * 



e ft ft A % Ht jft 

158-160 *C (BBfe^ 

NMR: 2.64 (2H, t, 
J=7.3 Hz), 2.88 (2H, 
t, J=7.3 Hz), 2.98 
(3H, s), 3.05 (3H, 
4.56 (2H, s) f 
(2H, s), 6.51 
t, J=2.2 Hz), 
(1H, s), 6.68 
s), 6.78-7.16 



s), 

5. 03 
(1H, 

6. 57 
(1H, 
(6H, 
(2H, 



m), 
m). 



7. 32-7. 38 



134 
(R = Et) 



3- {3, 5- *J 7 >V * X2 -4- [ (3--f 




l H NMR: 1. 02 
(6H, d, J=6.6), 1.23 
(3H, t, J= 7.1), 
2.03-2.12 (1H, m), 
2.57 (2H, t, J=7.7), 
2.86 (2H, t, J=7.7), 
3.73 (2H, d, J=6.5), 
4.13 (2H, q, J=6.6), 
5.09 (2H, s), 
6.70-6.76 (2H, m), 
6. 85 (1H, dd, J= 1. 7, 
7.5), 6.99-7.01 (2H, 
m), 7.22-7.27 (1H, 
m) 



135 
(R = H) 



3- {3, 5- *J 7 )V n -4- [ (3--Y 



l H NMR: L02 
(6H, d, J= 6.7), 
2.03-2.12 (1H, m), 
2.64 (2H, t, J=7.5), 
2.87 (2H, t, J=7.5), 
3.73 (2H, d, J=6.6), 
5.10 (2H, s), 
6.70-6.77 (2H, m), 
6. 86 (1H, dd, J= 2. 5, 
8.2), 6.97-7.01 (2H, 
m), 7.22-7.27 (lH, 
m) 
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DS3 2] 











136 
(R = Et) ! 


\J 


3-(4-{[3-( -< is *? 3r * 


tttttt, ! H NMR: 1.23 
(3H, t, J=7. 1 Hz), 

o /oil x T— -*7 *7 

2. 57 v2H, t, J-7. 7 
Hz), 2.87 (2H, t, 
J=7.7 Hz), 4. 12 (2H, 
q, J=7. 1 Hz), 5.02 
(2H, s), 5.03 (2H, 
s), 6.56 (IH, t, 
J=2.2 Hz), 6.67 (IH, 
s) , 6. 82-7. 03 (6H, 
m), 7.07-7.17 (IH, 
m), 7.30-7.44 (7H, 
m). 


137 
(R = H) 


3-(4-{[3-( -< >- i? * *c 


e 6 m a , n a 

73-75 <C (Bft*^ 

.i — . -V- ill, > ^ \ Iff 

NMR: 2.64 (2H, t, 
J=7.6 Hz), 2.89 (2H, 
t, J=7. 6 Hz), 5.02 
(2H, s), 5.03 (2H, 
s), 6.56 (IH, t, 
J=2.2 Hz), 6.66 (IH, 
s), 6.82-7.02 (6H, 
m), 7.07-7.16 (IH, 
m), 7.29-7.41 (7H, 
m). 


138 
(R - Et) 


o 


3-(3-7^tP-4-l[3-7x7 


ffl2R4SK 'H NMR: 1.25 
(3H, t, J=7.2 Hz), 
2.59 (2H, t, J=7. 7 
H7} 2 89 (2H t 
J=7.7 Hz), 3.09 (2H, 
t, J=7.2 Hz), 
4.10-4.19 (4H, m), 
5.04 (2H, s), 6.51 
(IH, t, J=2. 1 Hz), 
6.66 (IH, s), 6.76 
(IH, s), 6.84-7.09 
(5H, m), 7. 13 (IH, t, 
J=7. 5 Hz), 7.24-7.39 
(7H, m). 
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[*3 3] 



tt 14 



139 
(R = H) 




^v/-5-(2-7x^;Ux h^vO 




OR 



71-73 <c 

jU — ^ V is ) > *H 
NMR: 2.64 (2H, t, 
J=7.6 Hz), 2.88 (2H, 
t, J=7.6 Hz), 3.06 
(2H, t, J=7. 2 Hz), 
4.13 (2H, t, J=7.2 
Hz), 5.02 (2H, s), 
6.49 (1H, t, J=2. 1 
Hz), 6.64 (1H, s), 
6.73 (1H, s), 
6.85-7.02 (5H, m), 
7.11 (1H, t, J=7.4 
Hz), 7.22-7.36 (7H, 
m). 



140 



^> .OSIMBjBu-t 





3-(4-{[3-(2-{[tert- *7 )V 



WWJfo, l H NMR- 0.08 
(6H, s), 0.89 (9H, 
s), 1.23 (3H, t, 
J=7. 2 Hz) , 2. 57 (2H, 
t, J=7.7 Hz), 2.87 
(2H, t, J=7. 7 Hz), 
3.91-4.02 (4H, m), 
4.12 (2H, q, J=7.2 
Hz), 5.03 (2H, s), 
6.51 (1H, t, J=2. 1 
Hz), 6.64 (1H, s), 
6.74 (1H, s), 
6.81-7.03 (5H. m), 
7.11 (1H, t, J=7.5 
Hz), 7.30-7.36 (2H, 
m). 



WO 2005/051373 



PCT/JP2004/017996 



287 



[*3 4] 



141 
(R = Et) 



3- (3- 7/Utn-4-{[3- (2- 1 



(3H, t, J= 
1. 94 (1H, 
Hz), 2.57 
J=7.7 Hz), 
t, J=7. 
3. 90-3. 96 
4. 05 (2H, 



OH 




(2H, 

5. 03 
(1H, 

6. 67 
(1H, 



q, J : 
<2H, 
t, J- 
(1H, 
s), 



NMR: 1.23 
=7.1 Hz), 
t, J=6. 0 
(2H, t, 
2.87 (2H, 
Hz), 
m), 
4.12 
Hz), 
6. 50 
Hz), 
6. 76 



(5H, m), 7. 
J=7. 5 Hz), 
(2H, m). 



(2H, 

m), 
=7.2 

s), 
=2.1 

s), 

6. 84-7. 04 
13 (1H, t, 

7. 31-7. 38 



142 

(R = H). 



3- (3- V J\s * n -4- { [3- (2- t 



. l H NMR: 2.64 
(2H, t, J=7.5 Hz), 
2.88 (2H, t, J=7.5 
Hz), 3.91-3.96 (2H, 
a), 3.99-4.04 (2H, 
m), 5.04 (2H, s), 6.50 
(1H, t, J=2. 1 Hz), 
6.66 (1H, s), 6.70 
(1H, s), 6.81-7.03 
(5H, m), 7.12 (1H, t, 
J=7.4 Hz), 7.34 (2H, 
t, J=8. 0 Hz) . 



143 
(R = Et) 



NHCOOBu-t 



3-{4-[(3-{2-[(tert- ^ h 3r 



ttttffK ! H NMR: 1.23 
(3H, t, J=7. 1 Hz), 
1.44 (9H, s), 2.57 
(2H, t, J=7.6 Hz), 
2.87 (2H, t, J=7.6 
Hz), 3.43-3.57 (2H, 
m), 3.97 (2H, t, J=5. 1 
Hz), 4.12 (2H, q, 
3=7. 1 Hz), 4.94 (1H, 
brs), 5.02 (2H, s), 
6.47 (1H, t, J=2.2 
Hz), 6.66 (1H, s), 
6.72 (1H, s), 
6.84-7.03 (5H, m), 
7.13 (1H, t, J=7.4 
Hz), 7.31-7.38 (2H, 
m). 
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ms 5] 



«£3 



144 
(R = H) 



^NHDOOSu-t 




OR 



3-{4-[(3-{2-[(tert-y h * 



, »H NMR: 1.44 
(9H, s), 2.64 (2H, t, 
J=7.3 Hz), 2.88 <2H, 
t, J=7. 3 Hz), 3.47 
(2H, brs), 3.92 (2H, 
brs), 4.98 (1H, brs), 
5.05 (2H, s), 6.46 
(1H, s), 6.64 (2H, s), 
6.85 (2H, s), 
6.93-7.04 (3H, m), 
7.10-7.16 (1H, s), 
7.32-7.38 (2H, m). 



145 



W Ha 




3-(4-{[3-(2-T ^ / ^ h * 



6 ft ft , K jS 

182-183 <C (g£®^ 
A— ^U^h *H NMR 
(DMSO-^4): 2.76 (2H, 
t, J=7.1 Hz), 
3.13-3.26 (2H, m), 
4.08-4.20 (2H, m), 
5.12 (2H, s), 6.55 
(1H, s), 6.71 (1H, s), 
6.83 (1H, s), 
6. 94-7. 22 (6H, m) , 
7.43 (2H, t, J=7.8 
Hz), 7.94 (3H, brs). 



146 
(R = Et) 



147 
(R = H) 



3-{4-[(3, 5-^7x7 3r 



a 




'H NMR: L23 
(3H, t, J=7. 1 Hz), 
'2.57 (2H, t, J=7.7 
Hz), 2.87 (2H, t, 
J=7.7 Hz), 4. 12 (2H, 
q, J=7. 1 Hz), 5.01 
(2H, s), 6.60 (1H, t, 
J=2.2 Hz), 6.79 (2H, 
d, J=2.2 Hz), 
6.83-7.15 (9H, m), 
7.30-7.37 (4H, m). 



OR 



3-{4-[(3, 5-i?7 a / 
^^^)^-^£/]-3-"7/U^n 
7 xl-M 7 



6 ft 3£ A ^ & 
108-109 x, (m^^ 

^3rf*>-) JHNMR: 
2.64 (2H, t, J=7.6 
Hz), 2.88 (2H, t, 
J=7.6 Hz), 5.01 (2H, 
s), 6.60 (1H, t, 
J=2.2 Hz), 6.79 (2H, 
d, J=2.2 Hz), 
6.82-7.15 (9H, m), 
7.29-7.37 (4H, m). 
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[13 6] 



148 
(R = Et) 



3- (3- -7 n -4- { [3- (2- -f 



149 
(R= H) 



OA"., 




» * • , 

1. 19-1. 29 
2. 57 (2H, 
Hz), 2.87 
J=7.7 Hz), 
septet, J : 
4. 12 (2H, 
Hz), 5.06 

6. 79-7. 01 

7. 09-7. 18 
7. 29-7. 38 



'H NMR: 
(9H, m), 
t, J=7.7 
(2H, t, 
3.26 (1H, 
=6.9 Hz), 
q, J=7.2 
(2H, s), 
<6H, m), 
(3H, m), 
(2H, m). 



3- (3- -7 ;v Or a -4- { [3- (2- 



e ^ s > m & 
51-52 t 

jU<-^*cD-^) ^HNMR: 
1.21 (6H, d, J=6.9 
Hz), 2.64 (2H, t, 
J=7.7 Hz), 2.89 (2H, 
t, J=7.7 Hz), 3.26 
(1H, septet, J=6. 9 
Hz), 5.06 (2H, s), 
6.83-7.00 (6H, m), 
7.09-7.18 (3H, m), 
7.29-7.36 (2H, m). 



150 
(R = Et) 



151 

(R= H) 



CH, 



3- (3- V Jls n -4- { [3- (3- >i 




tfc m . 'H NMR: 

1.20- 1.29 (9H, m), 
2.57 (2H, t, J=7.7 
Hz), 2.84-2.93 (3H, 
m), 4. 12 (2H, q, J=7. 2 
Hz), 5.07 (2H, s), 
6.77-7.00 (7H, m), 
7.09 (1H, s), 7.15 
(1H, d, J=8.1 Hz), 

7.21- 7.26 (1H, m), 
7.32 (1H, t, J=7.8 
Hz). 



3- (3- 7 tv * n -4- { [3- (3--Y 



6 ^ lH ^ 16 ^ 

63-64 *C 

— ^ ^ is) x *H NMR : 
1.23 (6H, d, J=6.9 
Hz), 2.64 (2H, t, 
J=7.7 Hz), 2.83-2.93 
(3H, m), 5.08 (2H, s), 
6.77-7.00 (7H, m), 
7.08 (1H, s), 7.15 
(1H, d, J=8. 1 Hz), 
7.21-7.26 (1H, eb), 
7.33 (1H, t, J=8.0 
Hz). 



WO 2005/051373 



PCT/JP2004/017996 



290 



[*3 7] 



152 
(R = Et) 



153 
(R = H) 



3- (3- 7 JU Or xx -4- { [3- (4— i 





fb ft %0 s l H NMR: 
1.16-1.28 (9H, m), 
2.57 (2H, t, J=7.7 
Hz), 2.84-2.96 (3H, 
m), 4. 12 (2H, q, J=7.2 
Hz), 5.07 (2H, s), 
6.82-6.96 (6H, m), 
7.07 (1H, s), 7.12- 
7.20 (3H, m), 7.31 
(1H, t, J=7. 8 Hz) . 



3- (3- 7 )V Or p -4- { [3- (4->T 



e « s , in & 

85-86 <C (g^:^ 

yU ^ffK'HNMR: 

1.25 (6H, d, J=6.9 
Hz), 2.64 (2H, t, 
J=7.7 Hz), 2.85-2.96 
(3H, m), 5.07 (2H, s), 
6.82-6.98 (6H, m), 
7.07 (1H, s), 
7.12-7.21 (3H, m), 
7.31 (1H, t, J=7.8 
Hz). 



154 
(R = Et) 



155 
(R = H) 



3- (3- 7 )\s * n -4- { [3- (2- 7 



faftm. l H NMR: 1,23 
(3H, t, J=7. 2 Hz), 
2.57 (2H, t, J=7.7 
Hz), 2.87 (2H, t, 
J=7. 7 Hz) , 4. 12 (2H, 
q, J=7.2 Hz), 5.07 
(2H, s), 6.82-6.99 
(4H, m), 7.00-7.24 
(6H, m), 7.32 (lH, t, 
J=8. 1 Hz) . 



3- (3- 7 JV * u -4- { [3- (2- 7 
^ *r is] 7 =-JU) rf n /< l/^ 



e ^ s , m & 

72-73 <C (g^^?- 
;u — ^iJ-i/^HNMR: 
2.64 (2H, t, J=7.7 
Hz), 2.89 (2H, t, 
J=7. 7 Hz) , 5. 08 (2H, 
s) , 6. 83-6. 98 (4H, 
m) , 7. 02-7. 22 (6H, 
m), 7.32 (1H, t, J=7.8 
Hz). 
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156 
(R = Et) 


O 


3- (3- 7 >V ir n -4- { [3~ (3- 7 
Or* is) 7 ^ n /< 


ffliR^x ! H NMR: 1.23 
(3H, t, J=7. 1 Hz), 
2.57 (2H, %, J=7.7 
Hz), 2.87 (2H, t, 
J=7.7 Hz), 4. 12 (2H, 
q, J=7. 1 Hz), 5.09 
(2H, s), 6.68 (IH, dt, 
J=2. 1, 10.2 Hz), 
6.75-7.02 (6H, m), 
7.11 (IH, s), 
7.19-7.39 (3H, m). 


157 
(R = H) 


3- (3- 7 /V ^" a -4- { [3- (3- 7 


6 ^ Hi x M & 
61-62 *C (g^^m^ 
jV — v.^f-^jHNMR: 
2.64 (2H, t, J=7. 7 
Hz), 2.89 (2H, t, 
J=7.7 Hz), 5.08 (2H, 
s) , 6. 83-6. 98 (4H, 
m) , 7. 02-7. 22 (6H, 
m), 7.32 (IH, t, J=7.8 
Hz). 


158 
(R = Et) 


H,C° K^k^y™ 

o 


3- {4- [ (3-^ h * ^ h 
V ^ )\s ) ^" * ] -3- 7 )V 
Jrn 7 ^ ~ /Is) v s< ^gk^- 


*H NMR: 1.23 
(3H, t, J=7.2 Hz), 
1.47 (3H, t, J=7.0 
Hz), 2.57 (2H, t, 
J=7.7 Hz), 2.87 (2H, 
t, J=7. 7 Hz), 3.89 
(3H, s), 4.05-4.16 
(4H, m), 5.15 (2H, s), 
6.84-7.08 (6H, m). 


159 
(R = H) 


3-{4-[(3-J- Y*Z/-2-* 


& ffi iS x ffl J& 
93-95 X, 

/I— ^.^rl^jHNMR: 
1.47 (3H, t, J=7. 1 
Hz), 2.65 (2H, t, 
J=7.6 Hz), 2.89 (2H, 
t, J=7. 6 Hz), 3.89 
(3H, s), 4.09 (2H, q, 
J=7. 1 Hz), 5.15 (2H, 
s), 6.86-7.08 (6H, 
m). 
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[*3 9] 











160 
(R = Et) 


o 


3- (3- 7 ^- n ~4- { [3- (4- 7 
^ n 7 en J 3r i/) 1/ i^yu] 


ttftlfiU l H NMR: 1.23 
(3H, t, J=7. 1 Hz), 
2. 57 (2H, t, J=7. 6 
Hz), 2.87 (2H, t, 
J=7.6 Hz), 4. 12 (2H, 
q, J=7. 1 Hz), 5.07 
(2H, s), 6.84-7.09 
(9H, m), 7.15 (IH, d, 
J=7.5 Hz), 7.32 (IH, 
t, J=7. 8 Hz) . 


161 
(R = H) 


3- (3- 7 ^- a -4- { [3- (4- 7 


6 ^ A , g4 ^ 
108-108 <C (g£®^^ 
.^riJ-^KHlNMR: 
2.65 (2H, t, J=7.6 
Hz), 2.89 (2H, t, 
J=7.6 Hz), 5.07 (2H, 
s), 6.82-7.08 (9H, 
m), 7. 15 (IH, d, J=7.4 
Hz), 7.32 (IH, t, 
J=7.8 Hz). 


162 
(R = Et) 


o 


3- (3- -7 * n -4- { [3- (4- ^ 
a n 7 m y ^v/)-<y^;i/]t 


IbWlWO, 'H NMR: 1.23 
(3H, t, J=7. 1 Hz), 
2.57 (2H, t, J=7. 7 
Hz), 2.88 <2H, t, 
J=7.7 Hz), 4. 12 (2H, 
q, J=7. 1 Hz), 5.08 
(2H, s), 6.08-6.97 
(6H, m), 7.07 (IH, s), 
7.18 (IH, d, J=7.7 
Hz), 7.26-7.39 (3H, 
m) 


163 
(R = H) 


3- (3- 7 jU Or u -4- { [3- (4- ? 
a n 7 ^ y ^ §/ ) 


& & m is , m & 
H9-H9 °c (wtm^*?- 

j^^^-^-y) ,'HNMR: 
2.65 (2H, t, J=7.6 
Hz), 2.89 (2H, t, 
J=7.6 Hz), 5. 08 (2H, 
s), 6.82-6.98 (6H, 
m), 7.07 (IH, s), 7.18 
(IH, d, J=8.4 Hz), 
7.26-7.40 (3H, m). 
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[*4 0] 



164 
(R = Et) 



165 
(R = H) 



3- (3- 7 /U * P -4- { [3- (4- ^ 



! H NMR: 1.23 
(3H, t, J=7. 1 Hz), 
2.57 (2H, t, J=7.7 
Hz), 2.87 (2H, t, 
J=7.7 Hz), 3.81 (3H, 
s), 4.12 (2H, q, J=7. 1 
Hz), 5.06 (2H, s), 
6.78-7.03 (9H, m), 
7.11 (1H, d, J=7.7 
Hz), 7.26-7.32 (1H, 
m). 



3- (3- 7 ;U * n -4- { [3- (4- ^ 



& & m & , mm 

89-91 <C (g^m^ 
/U. — ^f-^K'HNIffi: 
2.65 (2H, t, J=7.6 
Hz), 2.89 (2H, t, 
J=7. 6 Hz), 3.81 (3H, 
s), 5.06 (2H, s), 
6.78-7.03 (9H, m), 
7.11 (1H, d, J=7.6 
Hz), 7.26-7.32 (1H, 
m). 



166 
(R = Et) 



3- (3- 7 JV 3r P -4- { [3- (2- 7« 
*?jV7 3i / 3f is) is i?^] * 



»H NMR: 1.23 
(3H, t, J=7. 1 Hz), 
2.22 (3H, s), 2.57 
(2H, t, J=7.7 Hz), 
2.87 (2H, t, J=7. 7 
Hz), 4.12 (2H, q, 
J=7. 1 Hz), 5.06 (2H, 
s), 6.74-7.00 (6H, 
m), 7.03-7.20 (3H, 
m) , 7. 24-7. 35 (2H, 
m). 



167 
(R = H). 



3- (3- 7 JV u -4- { [3- (2- y 



6 3£ 5» . MM 
53-54 *C <B*=^ 

2.22 (3H, s), 2.65 
(2H, t, J=7.5 Hz), 
2. 89 (2H, t, J=7. 6 
Hz), 5.06 (2H, s), 
6.77-7.01 (6H, m), 
7.02-7.22 (3H, m), 
7.23-7.35 (2H, m). 
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DS4 1] 



168 
(R = Et) 



3- (3- 7 A- n -4- { [3- (3- * 



JftHfctt* 'H NMR: 1.23 
(3H, t, J=7. 1 Hz) , 
2.33 (3H, s), 2.57 
(2H, t, J=7.7 Hz), 
2.87 (2H, t, J=7. 7 
Hz), 4.12 (2H, q, 
J=7. 1 Hz), 5.08 (2H, 
s), 6.75-7.01 (7H, 
m), 7.08 (1H, s), 
7.11-7.26 (2H, m), 
7.33 (1H, t, J=7.9 
Hz). 



169 
(R = H) 



3- (3- 7 ?V it xx -4- { [3- (3- * 
*?jV7 =c / 3r is) S>/U] it 



a « it a . ma 

65-67 <C (BHfc3^ 
i HNMR: 

2.33 (3H, s), 2.64 
(2H, t, J=7. 6 Hz), 
2.89 (2H, t, J=7.6 
Hz), 5.08 (2H, s), 
6.75-7.00 (7H, m), 
7.08 (1H, s), 
7.12-7.25 (2H, m), 
7.33 (1H, t, J=7.9 
Hz). 



170 
(R = Et) 



3-(3-^/l^^-n-4-{[3-(4-^ 



171 
(R = H) 




OR 



jfttttt, 'H NMR: 1.23 
(3H, t, J=7. 1 Hz), 
2.34 (3H, s), 2.57 
(2H, t, J=7.7 Hz), 
2.87 (2H, t, J=7. 7 
Hz), 4.12 (2H, q, 
J=7. 1 Hz), 5.06 (2H, 
s), 6.79-6.98 (6H, 
m), 7.05 (1H, s), 7.14 
(3H, d, J=8.0 Hz), 
7.31 (1H, t, J=7.8 
Hz). 



3- (3- 7 )\s $T P -4- { [3- (4- * 



a ft m « , m a 

102-103 *C (g^^^i^ 
yl— ^^Vh^ NMR: 
2.34 (3H, s), 2.64 
(2H, t, J=7.6 Hz), 
2. 89 (2H, t, J=7. 6 
Hz), 5.07 (2H, s), 
6.83-6.98 (6H, m), 
7.05 (1H, d, J=1.9 
Hz), 7.14 (3H, d, 
J=8. 3 Hz), 7.31 (1H, 
t, J=7. 9 Hz) . 
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[*4 2] 



172 
(R = Et) 



173 
(R = H) 



QuO, 




3-{3-> ^/U-4-C(3-7^y 3r 



3-{3-> ^^-4-[ (3-7 a 7 * 



fete?-* 



ifittft, l H NMR: L23 
(3H, t, J=7.2 Hz), 
2.21 (3H, s), 2.57 
(2H, t, J=7.8 Hz), 
2.86 (2H, t, J=7.8 
Hz), 4.12 (2H, q, 
J=7.2 Hz), 5.02 (2H, 
s), 6.76 (1H, d, J=8.2 
Hz), 6.92-7.17 (8H, 
m), 7,30-7.37 (3H, 
m). 



94-95 <c <hf»*^ 

yu— ^df-^^J^HNMR: 
2.22 (3H, s), 2.64 
(2H, t, J=7.7 Hz), 
2.88 (2H, t, J=7.7 
Hz), 5.02 (2H, s), 
6. 77 (1H, d, J=8. 2 
Hz), 6.93-7.20 <8H, 
m), 7.29-7.37 (3H, 
m). 



174 



H,C. 



^4 



3-(4-{[3-(^ h * 



(3H, 
2.26 
2. 55- 
2. 86 
Hz), 
4.13 
Hz), 
5. 19 
(1H, 

6. 94- 

7. 08 
Hz), 
7. 26- 



'H NMR: 1.24 
t, J=7. 1 Hz), 



(3H, 
2. 61 (2H, 
(2H, 



s), 
m), 

t, J=7. 5 
3.49 (3H, s), 
(2H, q, J=7. 1 
5.03 (2H, s), 
(2H, s), 6.78 
d, J=8.2 Hz), 
7.00 (3H, m), 
(1H, d, J=7. 6 
7.13 (1H, s), 
7.32 (1H, m). 



175 
(R = Et) 



3-{4-[(3-fc Knafi/^yi; 



fS4fc®K 'H NMR: 1.24 
(3H, t, J=7. 1 Hz), 
2.26 (3H, s), 2.58 
(2H, t, J=7.8 Hz), 
2.86 (2H, t, J=7.8 
Hz), 4.13 (2H, q, 
J=7.1 Hz), 4.84 (1H, 
s), 5.01 (2H, s), 
6.75-6.80 (2H, m), 
6.90-7.00 (4H, m), 
7.21-7.27 (1H, m). 
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[|£4 3] 









M- s±t 


176 
(R = H) 




3-{4-[(3-t Ka*i/^y^ 


6 -fe ^ A , ^ & 

no-ill *C (gfc^zc^ 

^^r^h'HNMR: 
2.26 (3H, s), 2.65 
(2H, t, J=7. 7 Hz), 
2.88 (2H, t, J=7.7 
Hz), 5.02 (2H, s), 
6.76-6.79 (2H, m), 
6.90-7.01 (4H, m), 
7.22-7.28 (IH, m). 


177 
(R = Et) 




3-{4-[(3--T y *tf*v"< 


ffcj|£4g3> *H NMR: 1.24 
(3H, t, J=7. 1 Hz), 
1.34 (6H, d, J=6. 1 
Hz), 2.26 (3H, s), 
2.57 (2H, t, J=7.8 
Hz), 2.86 (2H, t, 
J=7.8 Hz), 4. 13 (2H, 
q, J=7. 1 Hz), 4.56 
(IH, septet, J=6. 1 
Hz), 5.01 (2H, s), 
6.77- 6.85 (2H, m), 
6.94-7.00 (4H, m), 
7.23-7.30 (IH, m). 


178 
(R = H) 


3-{4-[(3-^f y^D7K^^>-< 
V^AO ^A- 


& tt * , Rk & 
78-79 X, (gt^^^ 1 
;l/-^^rf y) ^HNMR: 
,1.34 (6H, d, J=6. 1 
Hz), 2.27 (3H, s), 
2.65 (2H, t, J=7.7 
Hz), 2.88 (2H, t, 
J=7. 7 Hz), 4.56 (IH, 
septet, J=6. 1 Hz), 
5.02 (2H, s), 
6.78-6.85 (2H, m), 
6.96-7.01 (4H, m), 
7.24-7.30 (IH, m). 
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[t4 4] 



179 
(R = Et) 



3-{4-[(3-^. h^r>>-<^^ 



180 
(R = H) 




ttftlfiK ! H NMR: 1.24 
(3H, t, J=7. 1 Hz), 
1.42 (3H, t, J=7. 1 
Hz), 2.26 (3H, s), 
2.58 (2H, t, J=7.7 
Hz), 2.86 (2H, t, 
J=7.7 Hz), 4.05 (2H, 
q, J=7. 1 Hz), 4.13 
(2H, q, J=7. 1 Hz), 
5.02 (2H, s), 
6.76-6.86 (2H, m), 
6.94-7.00 (4H, m), 
7.-26-7.31 (1H, m). 



OR 



3- {4- 

/U)^-=^r v-]-3-p« ^JV7^ 



6 ^ A . M £ 

96-97 *c mm^^ 

/I— ^IJ-V) JHNMR: 
1.42 (3H, t, J=7.0 
Hz), 2.27 (3H, s), 
2.65 (2H, t, J=7.7 
Hz), 2.88 (2H, t, 
J=7. 7 Hz), 4.05 (2H, 
q, J=7.0 Hz), 5.03 



(2H, s), 

<2H, m), 

<4H, m), 

<1H, m). 



6. 77-6. 86 

6. 95-7. 01 

7. 25-7. 31 



181 
(R = Et) 



cux 




3-(4-{[3-(-> ^ n-.af->> 



mftVOs 'H NMR: 1.24 
(3H, t, J=7. 1 Hz), 
1.28-1.68 (6H, m), 
1.70-1.88 (2H, m), 
1.92-2.08 (2H, m), 
2.26 (3H, s), 2.57 
(2H, t, J=7. 8 Hz), 
2. 86 (2H, t, J=7. 8 
Hz), 4.13 (2H, q, 
J=7. 1 Hz), 4.21-4.26 
(1H, m), 5.01 (2H, s), 
6.76-6.86 (2H, m), 
6.94-7.00 (4H, m), 
7.23-7.29 (1H, m). 
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[35 4 5] 



mm* 



182 
(R = H) 




3-(4-{[3-(^ ? u^*ri/ 



& ft ffi A , 86 £ 

99-100 *C 

yl — ^^*V)JHNMR: 
1.23-1.65 (6H, m), 
1.72-1.88 (2H, m), 

1.94- 2.07 (2H, m), 
2.27 (3H, s), 2.65 
(2H, t, J=7.7 Hz), 
2.88 (2H, t, J=7.7 
Hz), 4.20-4.30 (1H, 
m), 5.02 (2H, s), 
6.77-6.88 (2H, m), 

6.95- 7.01 (4H, m), 
7.23-7.29 (1H, m). 



183 
<R = Et) 



3-{4-[<3-y h^i/^ys; 
/u)^-4->]-3-^ f;i^7x 



184 
(R = H) 




l H NMR: 0.98 
(3H, t, J=7. 3 Hz), 
1.24 (3H, t, J=7. 1 
Hz), 1.45-1.55 (2H, 
m), 1.72-1.82 (2H, 
m), 2.26 (3H, s), 2.57 
(2H, t, J=7. 8 Hz), 
2.86 (2H, t, J=7. 8 
Hz), 3.97 (2H, t, 
J=6. 5 Hz), 4.13 (2H, 
q, J=7. 1 Hz), 5.02 
(2H, s), 6.76 - 6.86 
(2H, m), 6.94-7.00 
(4H, m), 7.24-7.30 
(1H, m). 



3-{4-[(3-^ h^^y^ 



75-76 °C 

0.98 (3H, t, J=7.4 
Hz), 1.43-1.63 (2H, 
m), 1.72-1.82 (2H, 
m), 2.27 (3H, s), 2.65 
(2H, t, J=7.7 Hz), 
2.88 (2H, t, J=7.7 
Hz), 3.97 (2H, t, 
J=6.5 Hz), 5.02 (2H, 
s), 6.78- 6.86 (2H, 
m), 6.96-7.01 (4H, 
m), 7.25-7.31 (1H, 
m). 
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»4 6] 



185 
(R = Et) 



3-(3-^ ^/U-4-{[3- (2-^- 



(3H, 
2. 26 



! H NMR: 
t, J=7. 1 
(3H, 



186 
(R = H) 




2. 54-2. 60 (6H, 

2. 78-2. 89 (4H, 

3. 72-3. 76 (4H, 

4. 08-4. 17 (4H, 
5.02 (2H, s), 
(1H, d, J=8. 2 
6. 83-6. 87 (1H, 
6. 93-7. 03 (4H, 
7.28-7.31 (1H, m). 



1.24 
Hz), 
s), 
m), 
m), 
m), 
m), 
6. 77 
Hz), 
m), 
m), 



3- (3-^ ^;u-4-{[3-(2-^e 



& IS ft , Hk * 

98-99 *C (g^^^i^ 
yU~^^ri^V) JHNMR: 



2.05 



(3H, 



2. 61-2. 70 

2. 79-2. 88 

3. 72-3. 76 
5. 12 (2H, 
(1H, brs), 
(2H, m), 
(3H, m), 
(1H, m). 



(6H, 
(4H, 
(6H, 
s), 



s), 
m), 
m), 
m), 
6. 37 



6. 73-6. 79 

6. 96-7. 00 

7. 20-7. 26 



187 
(R = Et) 



3~{4-[(3-^c h * i/^lsi? 



188 
(R = H) 




! H NMR: 1.23 
(3H, t, J=7. 1 Hz), 
1.41 (3H, t, J=6.9 
Hz), 2.57 (2H, t, 
J=7.6 Hz), 2.87 (2H, 
t, J=7. 6 Hz), 4.04 
(2H, q, J=6.9 Hz), 
4.12 (2H, q, J=7. 1 
Hz), 5.08 (2H, s), 
6.82-7.00 (6H, m), 
7.24-7.30 (1H, m). 



OR 



3-{4-[(3-:r. h * i? 

7 *~ju)7xjL/<i/m. 



S ft x IS & 

100-101 °c mm.^ 

1.41 (3H, t, J=7.0 
Hz), 2.64 (2H, t, 
J=7. 6 Hz), 2.88 (2H, 
t, J=7.6 Hz), 4.04 
(2H, q, J=7.0 Hz), 
5.09 (2H, s), 
6.83-7.00 (6H, m), 
7. 24-7.30 (1H, m). 



WO 2005/051373 



PCT/JP2004/017996 



300 



[*4 7] 



189 
(R = Et) 



190 
(R = H) 



3- {3- 7 )\s * u -4- [ (3- *f 




OR 



fttK^K 'H NMR: 1.23 
(3H, t, J=7. 1 Hz), 
1.33 (6H, d, J=6. 1 
Hz), 2.57 (2H, t, 
J=7. 7 Hz), 2.87 (2H, 
t, J=7.7 Hz), 4.12 
(2H, q, J=7. 1 Hz), 
4. 56 (1H, septet, 
J=6. 1 Hz), 5.07 (2H, 
s), 6.80-6.98 (6H, 
m), 7.23-7.29 (1H, 
m). 



3- {3- 7;utn -4-[(3--f 
3r i^] 7^^;V)/n/^ 



afiei, lit 

59-60 r (g^ggoi^ 
yU^^^-^Vj^HNMR: 
1.33 (6H, d, J=6.0 
Hz), 2.64 (2H, t, 
J=7. 6 Hz), 2.89 (2H, 
t, p=7.6 Hz), 4.56 
(1H, septet, J=6. 0 
Hz), 5.08 (2H, s), 
6.82-6.98 (6H, m), 
7.24-7.29 (1H, m). 



191 
(R = Et) 



3- (3- -7/UJrv-4-{ [3- (2- 



192 
(R = H) 



*H MR: 1.23 
(3H, t, J=7.2 Hz), 
2.54-2.60 (6H, m), 
2.80 (2H, t, J=5. 7 
Hz), 2.87 (2H, t, 
J=7. 8 Hz), 3.72-3.76 
(4H, m), 4.08-4.16 
(4H, m), 5.08 (2H, s), 
6.82-7.02 (6H, m), 
7.25-7.31 (1H, m). 



3- (3- 7 JVjru-4-{ [3- (2- 



101-102 x: (mm*.*? 

/I'— ^^rlf^h'HNMR: 
2.61-2.79 (6H, m), 
2.80-2.89 (4H, m). 
3.69-3.77 (6H, m), 
5.12 (2H, s), 6.25 
(1H, s), 6.66 (1H, t, 
J=8.4 Hz), 6.77-6.86 
(2H, m), 6.95-7.03 
(2H, m), 7.23-7.29 
(1H, n). 
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[*4 8] 



193 
(R = Et) 



3- {4-[ (3-y h dr i/^i V i? 



,-CWL 



194 
(R = H) 



% ! H NMR: 0.97 
(3H, t, J=7.4 Hz), 
1.23 <3H, t, J=7. 1 
Hz), 1.40-1.56 (2H, 
m), 1.71-1.83 (2H, 
m), 2.57 (2H, t, J=7. 7 
Hz), 2.87 (2H, t, 
J=7. 7 Hz), 3.97 (2H, 
t, J=6. 5 Hz), 4.12 
(2H, q, J=7. 1 Hz), 
5.08 (2H, s), 
6.82-6.99 (6H, m), 
7.23-7.30* (1H, m). 



3-{4-[(3-^ f> v> 
fr) Or 3r *s ]-3~ 7 jv n 



e m & . m & 
76-77 n (mm*.? 

y^^^^Vj^HNMR: 
0.97 (3H, t, J=7. 4 
Hz), 1.42-1.56 (2H, 
m), 1.71-1.81 (2H, 
m), 2.61-2.67 (2H, 
m), 2.89 (2H, t, J=7. 6 
Hz), 3.97 (2H, t, 
J=6.5 Hz), 5.08 (2H, 
s), 6.83-6.99 (6H, 
m), 7.24-7.30 (1H, 
m). 



195 
(R = Et) 



3- (3- 7;l>jru-4-{ [3- (2- 



196 
(R = H) 



l H NMR: 1.23 
(3H, t, J=7. 1 Hz), 
2.57 (2H, t, 7.7 Hz), 
2. 87 (2H, t, J=7. 7 
Hz), 3.45 (3H, s), 
3.73-3.77 (2H, m), 
4.08-4.16 (4H, m), 
5.08 (2H, s), 
6.78-7.02 (6H, m), 
7.24-7.30 (1H, m). 



3- (3- 7 /U * cz -4- { [3- (2- 



e & a , m & 

62-63 <C (g^^^r.^- 
/l^—^f-^jHNMR: 
2.64 (2H, t, 7.5 Hz), 
2.88 (2H, t, J=7. 5 
Hz), 3.45 (3H, s), 
3.73-3.77 (2H, m), 
4.08-4.12 (2H, m), 
5.09 (2H, s), 
6.84-7.02 (6H, m), 
7.24-7.30 (1H, m). 
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[14 9] 



197 
(R = Et) 



3-(4-{[3-( v- {r u^*c*/ 
u * */ ) ^ v l? >v ] 3- * 



c\xx< 



198 
(R = H) 




OR 



, 'H NMR: 1. 23 
(3H, t, J=7.1 Hz), 
1.30-1.66 <6H, m), 
1.70-1.87 (2H, m), 
1.91-2.04 (2H, m), 
2.57 (2H, t, J=7.7 
Hz), 2.87 (2H, t, 
J=7.7 Hz), 4. 12 (2H, 
q, J=7. 1 Hz), 
4.20-4.30 (1H, m), 
5.07 (2H, s), 
6.82-6.98 (6H, m), 
7.22-7.28 (1H, m). 



3-(4-{[3-( v- ^ v 

V2 * > ) 'O' Z? ] ^ 3r 

^}-3-7^^-o ^^=yu) 



fifelgl, IB ^ 

86-87 «C (gfcftrc?- 
yU— ^^V^HNMR: 
1.23-1.71 (6H, m), 
1.73-1.87 (2H, m), 
2.91-2.04 (2H, m), 
2.64 (2H, t, J=7. 5 
Hz), 2.89 (2H, t, 
J=7.5 Hz), 4. 19-4.30 
(1H, m), 5.08 (2H, s), 
6. 83-6. 98 (6H, m) , 
7.22-7.35 (1H, m) . 



199 
(R = Et) 



3- (3- 7 A- Or n -4- { [3- ( 
n y<-2--f is-l-sf JU*-*c 



200 
(R = H) 




, *H NMR: 1.23 
(3H, s t, J=7. 2 Hz) , 
2. 51 (1H, t, J=2. 1 
Hz), 2.57 (2H, t, 
J=7.7 Hz), 2.87 (2H, 
t, J=7. 7 Hz), 4.12 
(2H, q, J=7.2 Hz), 
4.70 (2H, d, J=2. 1 
Hz), 5.10 (2H, s), 
6.82-6.97 (4H, m), 
7.03-7.07 (2H, m), 
7.26-7.33 (1H, m). 



OR 



3- (3- 7 ;U [3- ( 

n /<-2-«( is -I- 4 jvjr*sr 



e 6 m & , m £ 

116-117 "C (ffitifcx* 

*f-fr >3r1hVK l H 

NMR: 2.51 (1H, t, 
J=2.4 Hz), 2.64 (2H, 
t, J=7.7 Hz), 2.88 
(2H, t, J=7.7 Hz), 
4.70 (2H f d, J=2.4 
Hz), 5.10 (2H, s), 
6. 83-6. 98 (4H, m) , 
7.03-7.07 (2H, m), 
7.26-7.34 (1H, m) . 
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[*5 0] 



201 
(R = Et) 



3- (4-{[3-(4-7/PtD7i/ 
3r -» ^< V v*vU] ^" ^ } -3- * 




202 
(R = H) 



OR 



! H NMR: 1.26 
(3H, t, J=7.2 Hz), 
2.21 (3H, s), 2.57 
(2H, t, J=7.5 Hz), 
2.86 (2H, t, J=7.5 
Hz), 4. 12 (2H, q, 
J=7. 1 Hz), 5.01 (2H, 
s), 6.75 (1H, d, J=8. 1 
Hz), 6.86-7.10 (8H, 
m), 7.14 (1H, d, J=7. 5 
Hz), 7.27-7.36 (1H, 
m). 



3-(4-{[3-(4-^^^-n 7 ^ / 
^Zy)^<> it/is] is) -3- * 



fi 6 ffi ft , M & 
112-113 <C (ft^ 
^vu — ^^ih^K *H 
NMR: 2.21 (3H, s), 
2.64 (2H, t, J=7.8 
Hz), 2.88 (2H, t, 
J=7. 8 Hz), 5.02 (2H, 
s), 6.76 (1H, d, J=8. 1 
Hz), 6.87-7.09 (8H, 
m), 7.14 (1H, d, 7.5 
Hz), 7.29-7.36 (1H, 
m). 



203 
(R = Et) 



204 
(R = H) 



3- [4- (2, 3-v?fc K ti -1H--T >- 
is-l-sf >\» * * is ) -3- 7 j\s 




! H NMR: 1.24 
(3H, t, J= 7.2), 
2. 21-2. 32 (1H, m) , 
2. 44-2. 62 (3H, m) , 
2.85-2.95 (3H, m), 
3.12-3.22 (1H, m), 
4.13 (2H, q, J= 7.2), 
5. 72 (1H, dd, J= 4. 2, 
6.6), 6.88-7.03 
(3H, m), 7.19-7.31 
(3H, m), 7.40 (1H, d, 
J= 7. 2) 



OR 



3-[4-(2,3-v ? t Kn-IH-^T^ 
V s > -Y fls * is ) -3- 7 >V 



M & & S * 

91-92*0 (gtffi^n^/W— 
^) , ! H NMR: 
2.22-2.32 (1H, m), 
2. 45-2. 56 (1H, m) , 
2.67 (2H, t, J= 7.2), 
2.85-2.94 (3H, m), 
3.12-3.22 (1H, m), 
5. 71 (1H, dd, J= 4. 2, 
6.6), 6.89-7.04 (3H, 
m), 7.19-7.31 (3H, 
m), 7.39 (1H, d, J= 
7. 2) 
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[3ft 5 1] 



tia **» m*i ™ 
















All %lXx JMn Itr v n rT> - 

P *KI ^ *H NMR. 


205 








1. 18-1. 27 (9H, m), 










2. 57-2. 73 (3H, m) , 


(R = Et) 






t: h n -1H — 1 v/*7^ ^ 1 /W 


2.87-2.95 (3H, m), 










y| in /oil T T O \ 

4. 13 (2H, q, J= 7. 2), 










5.18 (1H, s), 










6.86-7.03 (3H, m), 










7. 12-7. 25 (4H, m) 










Hi NMR: 1. 19 


206 


CH3 


O 


3- {4- [ (2, 2- 5> * /^-2, 3- 


(3H, s), 1.22 (3H, s), 










2.65-2.73 (3H, m), 


(R = H) 






Ko-iH->f ^fv-W/u) 


2.89-2.95 (3H, m), 










5.18 (1H, s), 








^"^r ]-3- 7 /U ^" n ^ m 


6.88-7.05 (3H, m), 










7. 14-7. 26 (4H, m) 
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[*5 2] 



















jfttt*. l H NMR: 1.23 


207 






3-{4-[(3-^- 


(3H, t, J=7.2 Hz), 
1.43 (3H, t, J=7.0 


(R = Et) 






^)V^< is i?jV) * *r if] -3- 


Hz), 2.25 (3H, s), 








2. 58 (2H, t, J=7. 7 
Hz), 2.88 (2H, t, 
J=7.7 Hz), 4.04 (2H, 
q, J=7.0 Hz), 4.13 
(2H, q, J=7.2 Hz), 
5.08 (2H, s), 
6.82-7.04 (5H, m), 










7.14 (IH, d, J=7.9 
Hz). 




no 

^r OR 




S 6 «t A , IH JS 


208 




o 


3-{4-[(3-^ h *ci/-2-* 


118-119 <c <st&x.7 

>V — ^ * * ^ ) , l H 


(R = H) 






3vW< ^ 3r*r i/] -3- 


NMR: 1.43 (3H, t, 








J=7. 0 Hz) , 2. 25 (3H, 
s), 2.65 (2H, t, 
J=7. 6 Hz) , 2. 89 (2H, 
t, J=7.6 Hz), 4.04 
(2H, q, J=7.0 Hz), 
5.08 (2H, s), 
6.82-7.04 (5H, m), 
7.14 (IH, d, J=7.9 
Hz). 










Jft:R«K l H NMR: 1.23 


209 






3-{4-[(3-^ h ^ iX-4-y 


(3H, t, J=7.1 Hz), 
1.41 (3H, t, J=7.0 


(R = Et) 






3vw< V ^-^ix] -3- 


Hz), 2.21 (3H, s), 








2.57 (2H, t, J=7.7 
Hz), 2.87 (2H, t, 
J=7. 7 Hz), 4.04 (2H, 
q, J=7.0 Hz), 4.12 
(2H, q, J=7. 1 Hz), 
5.06 (2H, s), 










6.81-7.10 (5H, m), 








7.11 (IH, d, J=7.4 










Hz). 










6 & ft£ iS * SS & 


210 




o 


3-{4-L(3-^c. h =r V ~4- > 


106-107 tC (g?®?^^ 
^^rlJ-i/h »HNMR: 


(R = H) 








1.41 (3H, t, J=7. 1 






y/vjr n7x —/i^} :/ a /< 


Hz), 2.21 (3H, s), 
2.64 (2H, t, J=7.6 
Hz), 2.88 (2H, t, 
J=7. 6 Hz), 4.04 (2H, 
q, J=7. 1 Hz), 5.06 
(2H, s), 6.83-6.97 
(5H, m), 7.11 (IH, d, 
J=7. 4 Hz) . ■ 
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warn i 

(i) mi&Wi-eftbfiitik&tio i o. o g 

( 2 ) %w 6 0 . 0 g 

(3) 3 — V** — f- 3 5. 0 g 
5 (4) -t?7^ 3. 0 g 

(5) 77T!)yi^^^ 2.0g 

mt&mix-ubtitcik&yoi o. o g £$l*6 o. o z#>&v-^—^*?—?- 

3 5.0 g^^^^rl 0Si%f7fy«3 OmL (f7f>i LT3. 
Og) $rfflV\ 1mm ^ -/iX^^ii^iibT^^bfc^, 4 0°CT^#LStJ« 
10 f£iibfc„ #bttfc^Sr^^X y yiv^iX^ 2. O g £2g<^U ffi^b 
fc„ St**, ^7i^^*3J;t^T7ifT=f^©7K 

^-el&ttiUTl 0 0 0^03— hi£3r#fc 0 
^J^J 2 

15 ( 1 ) Hi£0»J 1 T*# btlfrfc&WD 1 0 . 0 g 
( 2 ) ¥L*t 7 0 . 0 g 

(3) ^—^X?—^ 5 0. 0 g 

(4) RT^xV^^ 7. 0 g 

(5) 777!)y|-7^v'!)i. 3.0g 

20 Hfi^Jl T?#6>tl/fe{b^4fe 1 O. 0 g^77y^^^A3. OgSr 
bT^'I4x^^ p ^^7K^7 OmL (»sm®L'ris-7^b IT 7. 0 g) -C^&teb 
fc^ N JSJfcU 9LSF7 o. O g $3 — 5 o. 0 g irig^bfc 2! 

^MlT 1 0 0 0te©«3WS:#/t o 

25 1 4 2 7 3S##te#^53fc##aMBIMiftUB (T=*~* htfUB) 

k M 4 2 7 3^lr^i$tfcCHO» (No. 10 4) ^3X1 
0 4 M/ 10 0/x Ltf^JSStf^J^S «fc 5 b. Black walle 
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d 9 6 -w ell plate (Costar) \Z 1 ^fcfc *) 1 0 0 n Li* 
0#&*&. C0 2 ^CT-M Lfc„ iftrt*^!>A*itO$i«rF 
LIPR (Molecular Device) SrJB V^TSO^ L7c„ ^feSrl^ 
~R-lBft Vtc„ F 1 u o - 3 AM (DOJIN) 50/zg£:21/zL DM S 
5 O (DO J I N) fet&M L . £ P)i:#i?)2 oro^/Wn^ (Mo 1 e c u 1 
a r Probe s ) SriP^S-a-ft. 105/i L <D^m i MsSa.m^& bfc 1 0. 
6mLC7yt>f^y77 w [HBSS (Invi trogen) ILIUM 
HEPES (pH7. 4) (DOJ IN) §r2 0mLiJ)flU ^n-M^K (S 
igma) 710mg£rlN NaOH 5mL|l|j||, $b^±IBOHB 
10 SS/HEPESM5mL^DiI^Lfc^Il 0 mLl:» tilt5„] 

m&W* 1 "K-htz. <9 100// Lfo^ftS, C0 2 «*«Ultl«FlS«*U 

/Bl^T§fcfrL-fc 0 «B|&K:*Ap-f-5^4fettTy"feW , ^s>7T— ^0. 0 15% 
15 |C^C5J;5^CHAPS (DOJIN) Jtti%£ ffim^JQ V^#* <£>$g^^ 

EC 50 <££3£ttJLfc o 
20 ^I^^^^T. ###iJ8. 14. 16, 18. 20, 25, 28, 30, 

4 4, 4 7, 5 0, HJfeM 2, 4, 6,. 8, 10, 12, 16, 18. 20, 

22, 24, 28. 32. 34. 36. 42. 44. 46. 48. 52. 54. 

56. 58. 60. 62. 64. 68, 94. 96, 102. 118. 124. 

135. 161. 163. 169. 171. 173. 178. 180. 188. 
25 2 0 8T*%t>thtcfc&y!)tiL^ 1 0 /zM^T^ECgo-fit&^Lfco 
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mmi®im^<D&fcm*^-r5'? vxrmm&ms&ifc s t 3 - l 1 $®m*m^x 

DMEM (Du 1 be c c o ' s Modified Eagle Medi 
urn, Invitrogen) (C10%!) isBVtlkifr (FBS, I n v i t r 
5 ogen) b 1 0 0 u ri i t s /m 1 ^i/JJ V3o«fctKl 0 0 n z/to. 1 * r- 

v-7 ->^&mni,fch<D&m^t^ 0 3T3-L iMf&%-7 > ^—h\zwn 

I3y7/vxy h^^5^X*^*Lfc^^ x 1 0 n g/m W ]} 1^ 0. 
5 mM 3 f y^f/W- 1 - ^ f /l/=3rfyf > ( I BMX), 2. 5 /z Mf^f 
* y:/&#ir_LlB*We4 8 fM^S-T 5 - t \z. J; 9 Jliflfi— O^Mfc^M 
10 aSrffo7t„ *:<Z>&1 1 BM»*IH*-*-<5£.fcK:J:t> 3T 3-L l*WJ&&JJgJ» 

fTofCo Bfc^LfcKr ebs— Ringe ri«HX»i> fc^ 

5^1^Ib±|| &Ih]I|XL7c„ _L?f (D^V -feP— /^*«F r e e 
Glycerol Determination Kit (Sigma) 5:^! 
15 V^TM^Urto *:<Dm$k. 1 4 2 7 3gtW^t5 7^^ 

20 ft WlM 3 

A t T- 2 O^BIST^IIJW^K^J^^^^ (ACTH) ^W^J-flMB 

Y^TI^n^n hP7iliatlA t T- 2 0 $Bfl&^*f1-£ A C T HftW 

^Jftfi4. 5g/l <Dl?)V^i— ^£r-g-i£pD ulbecco' s Modifi 
25 ed Eagle Medium (DMEM S ^fyifho^H:) 1:10%!) 
v'fl&yElfo.fi (ThermoTrace*±) N 10 OU/m 1 >\ 1 0 0 

g/m I * M^h-W^Sr^n Ufc&(Z>^i#«Lfc 0 i(£tt:*teA t T- 
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- 2 0 j^JMtfcSr 1 X 1 0 5 c e 1 1 s /w e 1 1 <D^&X\ P o 1 y - D - 
Lysine a— h 4 8 <7 ^/U^U— Y M ~ Bfeig* U Tyt^Cft 

Lfc, r5't^tffiV^5Buf f erl^li, 2 0 mM HE PES (pH7. 
4K 0. 1%BSA N lg/1 (DtfjV^x — ^^r-g-tfD u 1 b e c c o ' s M 
5 odified Eagle Medium (DMEM, <f ^tf h n</V*±) 
Sr^fc. :©Bu f f e r "CiSM*: 1 HJSfc^ Lfc^, ^©SScft^felr 
S&JBU $ 1 0 0 nM<DlrJW^«$iJ^i*y^^WH-7- (CRF) Sr&^T 
tSbuf fer &«fc&nLfcgU C0 2 ^y^^-f3 7 <C 9 0 ^ 
^f^Hfc, ^<P^ /Wh^iWi^tfcf 1 2 0 0 r pm, 5 
10 m i Mrat&U ^Jl^b buffer SrHMX U ACTHi^j' h 
(HI^f^MCTH I RMA Tj-^j) St^H V n T A C T Hlft^SrSij^ b 

^(Z)^, CRF$IJ#^J; 19 Ji#bfcACTH^*{i, 1 4 2 7 3^ 
ItttST^^ ht£&$:ft-i-Z>mMM 16 1 T#6>*t^b-a-«JS: 1 OdMl 
15 7JB-T S r. £ X V > 4 9 %{£T b/c„ 

T^V^^ k\Z£ t>> 1 4 2 7 3§^7^^ h^fcfil 4 2 7 3ftl^7 
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^fflMtt. 2 0 0 3^1112 6 &*X*Mm£tlfz.&m2 0 0 3-3 9 
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14273 &®#immmmo 

3. 4k&m&, 



10 -if— -Y-COOHW:aiB±<7)'fiE*©ffi:fllJJ:iB*bTV>S 0 ] 

4. ^r#**5j;tK*^^«rttWU 5 5SHtt5 1 4 2 7 3&$frtttB1H 

15 * h W^.pfil5^J„ 



20 ^v-S, KifcSSrWLTVvrfc .fcV^/M^Svl^ T^vu£*fcttBtfcSS«: 




X 



( I ) 



6. 5£ 
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R b tt7kiiJj§H^> 7yigf, ^*J®^> f8t&3££r'^f UTV^T t> <t V^J^-ffrTR^ 

15 s N mm&&fii>x\,^xi>£^nmmm. tts^t tTv^tt)«tv>t Kn^r 
20 mctez (b^m^^^^x^xhx^^^^m^T^-ro ] t^^sa^ 

fe^fcfi-e©! (fcfcU (i)3 ) 5-^7/I/tn-4-[(2,3-^tKD-lH-^yT^ 
-W/W^i^Vif^n^^. (ii)3-^nn-4-[(2,3-^t K^-IH — { 
^^-\-^;V)i>r^r^-<^^-fu^^m., (iii)4-([l, V ^^/U]-3- 
-iJV* n n^O-^^^tJ^^m, (iv)4-[(4, b^iX-2-=h 

25 P7i^)^ h^Vl-S-^ h^v^O-if ^^°n^°>'^*5j:t>*(v)4-[3-t Ko 
^v'-l-(4-t Kn-^v'-3-^ ai^/l')-2-(2-y b =3r 7 ^ / ^f- v") ^ u 



WO 2005/051373 



PCT/JP2004/017996 



313 

7. mc&, 5£ 




v^mS^WbTV^-CtJ^T/i'^i^ b &v N B$&3££rW b 

Sr^rb^ttmS^bTV^t J;v^r;^^=^r^ ^m&& b&V^ 

9. R a ^fc{*R b o^^< ^-^^atjD^ mmm^r^nm^m^ 

20 R c ^tK^M^X% 

R d *5 i R e &7kmm*-£ fc te^ ^i? ^SR £r ^ b ft v > t^S b T v ^X h 

25 iiic^^^ai*Wb^ftlfe««rW-bTv^-ct> J;v^^^«-T?*>«W* 
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10. R a *s«£Tj ? R b tf>4>&< 1 t>— ^^^5,^-^ N mrnm^, c 1 ^ 6 t^ 
r b ^tk^j^t- * ft n ? y mm^- x% 

10 mC^R^*jj;TJ?R e ^^ N 

(i) (ii) tKn^S, (iii) tKo^ T^7> C 

^r^bTVNTt> ±V>C,_ 6 7^3^^ (iv) C 6 . 14 r!J^^^ifcj; 

t)« ( v ) c 7 _ 16 77^;^^ ^fe^s»^e>atf*LS«iftKSr^ru-c 

20 (1) R*****^©*^ 

R e #s (i) tKp^>I, (ii) c 1 _ 6 7;v=-^^ a/M^f* C^eT/l^ 
^7^tj?=/k c 1 . 6 7;i'^-*M=/K ^/w^i'/k ^/-Cj 
_ 6 Tjv^jv- *;w^^;wfc itj?i?-C 1 _ 6 7;i'^-A /w** >f 
SP^Pj^^tvSK^S^rWbTV^-Ct J^Ci-eT^^^S, (iii) C 2 _ 
25 eT/l'^/l'^v'^ (iv) C-r^^oTA'W^^ (v)^o^^JS 
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» (vi) mmm+uft-K&mm*. mXKttx.xmmm+frbm&fr&i* 
(2) R B &&mm*<DWi&, 

5 R d tf5 (i) d-.W/H, (ii) C 6 _ 14 Ti; — (iii) ^fff J^-BA^ 

(iv) C 3 . 7 ^^Pm^^ (v) ✓Ma^JDSCT-is.fcO^Ma 

10 TV^Tt>«tV^C 6 _ 14 T y-/^=¥v'S. (vi)C 7 _ 16 77/^/^^^Stfc 
ft (vii) ^SRJDR^BJL^fcS*^, mMK¥&&XfmXI&*'it*hmt£tiZ 1* 

R d ^tK^M^F SfcttC 6 - l4 7D -/^g-Cs 
R - a*7K*iDSC^ C 1 _ 8 7/i'a*'>'S*fc«:C,_ a4 T !J — 
R d t R e ^^Tfc^ig^-o^ ftft,^«7K*m^T?fi^ < > 
20 X'^ilft?, 

m c as r * *5 «fc d?r e m^gi&s & w b & v ^ van? 5 ifr&js 6 mm 

13. R f tfS ( i) c,_ a 7;^S, (ii) fc Kt^^VSx (iii)t Kn^rK 
T ^ C 1 _ 6 7/^^V-*;^=^-7^/, *;^^r^, Cj.sT/Vn 
25 ^is—tuV^—jV^ ^W^^f/K *y — C,_ 6 TfV^-fV— #/W^-f/K v 5 
-C 1 . a 7/V^r/V- #/W^^/K h V — C i_ 6 T/H^/^I? /^^v'*5 it* 
^^^^^^mM^x^m-^^^^^m-^^bilf&S 1U»2«, 
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SH&S&WLT^TfcJ^Cx.eT/^a^S. (iv) C 6 _ 14 7yw^ 
Vg^fcKi: (v) C 7 _ 16 77/^t=3rv'S-r\ 

R'^d.eT;^ dr^Sf tc C 6 _ t 4 T y v-ST* & 5 If 7 |B« 

5 <Dfc&y0 o 

14. 3, 5-i^7/W^-P-4- [(3 -7^/ ^i/7i^/U) J* h^v^D ^< 
Vif ^^n^i^t) b< 12 3 — — 4 - [(3—7^7 driX7^^^) ^ 

15. 3-(4-{[3 - (4-^nn7xydriX) ^V^/Kl ^3^} -3, 
10 5-^7^*0 7*=^) ^P^^ 3- (3, 5-^7/^12-4- {[3 

- (4 -^/l^n 7x/ ^VS?/U] ^^ri/} 7x^) 7a/^i, 3 

- (3, 5-^7/^13-4- {[3- (4 -^Wi/ dri/) ^O'v 5 /^] 
^V} 7oA'yi, 3- (3— — 4— {[3- (2-7/^ 
n7i/^^) 'OvW ^-^v'} 7 xl =-;V) ^n^^m, 3- (3-7/W^ 

15 d-4- {[3- (3-7;I/to7i/^i/) ^i/^/U] ^^^X} 7x-;l/) 7° 
n^l^S^ 3— (3 — ytvOrxi — 4 - {[3— (4 — 7 31 y 

^-=3rV} y^~;V) 7n/N c y|, 3- (3-7/1^-0-4- {[3- (4 
-^crpi^^y^v') ^i'v?/!/] r*-*^} 7 *=/!') 7n/^i, 3- (3- 
{[3- (4-^ Wxy dfiX) -^V^/Kl ^-^rix} 7^=/^) 

20 7n/NVi % 3 - { 3 —*^JV— 4 - [( 3-7sy^i/^y^) t^^] 7 a. 
^/W} 7a^'y^ t>b<f*3- (4- {[3- (4-7;^o7i;^i/) -< 
y^/H ^-=^v'} -3-^^7x^;w) 7o^yi, ^fcte^: 
1 6. iS^elS^^'fk^OT'n (fc/cU 4-[(2,4-v f ^ pp7x 

=/V-) * h^v-]-3-^ 77o^:/^x^/i^;*^/^£|&< ) „ 

25 17. ^;^y^©x77^#:X'fe5ft*^l 6|2t(07n K7y^o 
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J *irZ>z.kZ$f&k-tZ> 1 4 2 7 3S«#o4lilttm 
-a-^^^i^-^b. 1 4 2 7 3g^«?riit5r tSrWttttta 

2 1. m%W)mztt^x^mm&£x$*?-*>'&wtmv? zmz^m-rzit 

2 2. 1 4 2 7 3S*fr«l6W«»J*»^i-«^»0^#**5«t^*^^ 

ffi*jj;^fty^wt5 5i^ft5 1427 3 ^m^mmmwm 

15 2 5. 1 4 2 7 3^#t> U< »4-t^$P^^ K^fctt-t©* ,^#Sit*5 
2 7 3^(*:^*j-r5 y #V h\ T=i^X M§= fete TV h<DX? V — 

2 6. 1 4 2 7 aS*#tt< tt-eoSP^^ K£7U«<£>i££:^#SB*3 
1 4 2 7 3&g#K:#'t~S y h\ 7 =t^X V$.tz.Y£T^# =t~* h<D^^ 
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SEQUENCE LISTING 

<110> Takeda Pharmaceutical Company Limited 

<120> Modulator of Receptor Function 

<130> 09705 

<150> JP 2003-394848 

<151> 2003-11-26 

<160> 20 

<210> 1 

<211> 361 

<212> PRT 

<213> Human 

<400> 1 

Met Ser Pro Glu Cys Ala Arg Ala Ala Gly Asp Ala Pro Leu Arg Ser 

5 10 15 

Leu Glu Gin Ala Asn Arg Thr Arg Phe Pro Phe Phe Ser Asp Val Lys 

20 25 30 

Gly Asp His Arg Leu Val Leu Ala Ala Val Glu Thr Thr Val Leu Val 

35 40 45 

Leu He Phe Ala Val Ser Leu Leu Gly Asn Val Cys Ala Leu Val Leu 

50 55 60 

Val Ala Arg Arg Arg Arg Arg Gly Ala Thr Ala Cys Leu Val Leu Asn 

65 70 75 80 

Leu Phe Cys Ala Asp Leu Leu Phe He Ser Ala He Pro Leu Val Leu 

85 90 95 

Ala Val Arg Trp Thr Glu Ala Trp Leu Leu Gly Pro Val Ala Cys His 

100 105 110 

Leu Leu Phe Tyr Val Met Thr Leu Ser Gly Ser Val Thr He Leu Thr 

115 120 125 

Leu Ala Ala Val Ser Leu Glu Arg Met Val Cys He Val His Leu Gin 

130 135 140 

Arg Gly Val Arg Gly Pro Gly Arg Arg Ala Arg Ala Val Leu Leu Ala 
145 150 155 160 

Leu He Trp Gly Tyr Ser Ala Val Ala Ala Leu Pro Leu Cys Val Phe 



WO 2005/051373 



PCT/JP2004/017996 



2/10 



165 170 175 

Phe Arg Val Val Pro Gin Arg Leu Pro Gly Ala Asp Gin Glu He Ser 

180 185 190 

He Cys Thr Leu He Trp Pro Thr He Pro Gly Glu He Ser Trp Asp 

195 200 205 

Val Ser Phe Val Thr Leu Asn Phe Leu Val Pro Gly Leu Val He Val 

210 215 220 

He Ser Tyr Ser Lys He Leu Gin He Thr Lys Ala Ser Arg Lys Arg 
225 230 235 240 

Leu Thr Val Ser Leu Ala Tyr Ser Glu Ser His Gin He Arg Val Ser 

245 250 255 

Gin Gin Asp Phe Arg Leu Phe Arg Thr Leu Phe Leu Leu Met Val Ser 

260 265 270 

Phe Phe He Met Trp Ser Pro He He He Thr He Leu Leu He Leu 

275 280 285 

He Gin Asn Phe Lys Gin Asp Leu Val He Trp Pro Ser Leu Phe Phe 

290 295 300 

Trp Val Val Ala Phe Thr Phe Ala Asn Ser Ala Leu Asn Pro He Leu 
305 310 315 320 

Tyr Asn Met Thr Leu Cys Arg Asn Glu Trp Lys Lys He Phe Cys Cys 

325 330 335 

Phe Trp Phe Pro Glu Lys Gly Ala He Leu Thr Asp Thr Ser Val Lys 

340 345 350 

Arg Asn Asp Leu Ser He He Ser Gly 
355 360 

<210> 2 
<211> 1083 
<212> DNA 
<213> Human 
<400> 2 

atgtcccctg aatgcgcgcg ggcagcgggc gacgcgccct tgcgcagcct ggagcaagcc 60 
aaccgcaccc gctttccctt cttctccgac gtcaagggcg accaccggct ggtgctggcc 120 
gcggtggaga caaccgtgct ggtgctcatc tttgcagtgt cgctgctggg caacgtgtgc 180 
gccctggtgc tggtggcgcg ccgacgacgc cgcggcgcga ctgcctgcct ggtactcaac 240 
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ctcttctgcg cggacctgct cttcatcagc gctatccctc tggtgctggc cgtgcgctgg 300 
actgaggcct ggctgctggg ccccgttgcc tgccacctgc tcttctacgt gatgaccctg 360 
agcggcagcg tcaccatcct cacgctggcc gcggtcagcc tggagcgcat ggtgtgcatc 420 
gtgcacctgc agcgcggcgt gcggggtcct gggcggcggg cgcgggcagt gctgctggcg 480 
ctcatctggg gc-tattcggc ggtcgccgct ctgcctctct gcgtcttctt ccgagtcgtc 540 
ccgcaacggc tccccggcgc cgaccaggaa atttcgattt gcacactgat ttggcccacc 600 
attcctggag agatctcgtg ggatgtctct tttgttactt tgaacttctt ggtgccagga 660 
ctggtcattg tgatcagtta ctccaaaatt ttacagatca caaaggcatc aaggaagagg 720 
ctcacggtaa gcctggccta ctcggagagc caccagatcc gcgtgtccca gcaggacttc 780 
cggctcttcc gcaccctctt cctcctcatg gtctccttct tcatcatgtg gagccccatc 840 
atcatcacca tcctcctcat cctgatccag aacttcaagc aagacctggt catctggccg 900 
tccctcttct tc"tgggtggt ggccttcaca tttgctaatt cagccctaaa ccccatcctc 960 
tacaacatga cactgtgcag gaatgagtgg aagaaaattt tttgctgctt ctggttccca 1020 
gaaaagggag ccattttaac agacacatct gtcaaaagaa atgacttgtc gattatttct 1080 
ggc 1083 
<210> 3 
<211> 361 
<212> PRT 
<213> Mouse 
<400> 3 

Met Ser Pro Glu Cys Ala Gin Thr Thr Gly Pro Gly Pro Ser His Thr 

5 10 15 

Leu Asp Gin Val Asn Arg Thr His Phe Pro Phe Phe Ser Asp Val Lys 

20 25 30 

Gly Asp His Aorg Leu Val Leu Ser Val Val Glu Thr Thr Val Leu Gly 

35 40 45 

Leu He Phe Val Val Ser Leu Leu Gly Asn Val Cys Ala Leu Val Leu 

50 55 60 

Val Ala Arg Axg Arg Arg Arg Gly Ala Thr Ala Ser Leu Val Leu Asn 
65 70 75 80 

Leu Phe Cys Ala Asp Leu Leu Phe Thr Ser Ala He Pro Leu Val Leu 

85 • 90 95 

Val Val Arg Ti-p Thr Glu Ala Trp Leu Leu Gly Pro Val Val Cys His 
1O0 105 110 



WO 2005/051373 



PCT/JP2004/017996 



4/10 

Leu Leu Phe Tyr Val Met Thr Met Ser Gly Ser Val Thr He Leu Thr 

115 120 125 

Leu Ala Ala Val Ser Leu Glu Arg Met Val Cys He Val Arg Leu Arg 

130 135 140 

Arg Gly Leu Ser Gly Pro Gly Arg Arg Thr Gin Ala Ala Leu Leu Ala 
145 150 155 160 

Phe He Tip Gly Tyr Ser Ala Leu Ala Ala Leu Pro Leu Cys He Leu 

165 170 175 

Phe Arg Val Val Pro Gin Arg Leu Pro Gly Gly Asp Gin Glu He Pro 

180 185 190 

He Cys Thr Leu Asp Trp Pro Asn Arg He Gly Glu He Ser Trp Asp 

195 200 205 

Val Phe Phe Val Thr Leu Asn Phe Leu Val Pro Gly Leu Val He Val 

210 215 220 

He Ser Tyr Ser Lys He Leu Gin He Thr Lys Ala Ser Arg Lys Arg 
225 230 235 240 

Leu Thr Leu Ser Leu Ala Tyr Ser Glu Ser His Gin He Arg Val Ser 

245 250 255 

Gin Gin Asp Tyr Arg Leu Phe Arg Thr Leu Phe Leu Leu Met. Val Ser 

260 265 270 

Phe Phe He Met Trp Ser Pro He He He Thr He Leu Leu He Leu 

275 280 285 

He Gin Asn Phe Arg Gin Asp Leu Val He Trp Pro Ser Leu Phe Phe 

290 295 300 

Trp Val Val Ala Phe Thr Phe Ala Asn Ser Ala Leu Asn Pro He Leu 
305 310 315 320 

Tyr Asn Met Ser Leu Phe Arg Asn Glu Trp Arg Lys He Phe Cys Cys 

325 330 335 

Phe Phe Phe Pro Glu Lys Gly Ala He Phe Thr Asp Thr Ser Val Arg 

340 345 350 

Arg Asn Asp Leu Ser Val He Ser Ser 
355 360 

<210> 4 
<211> 1083 
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<212> DNA 
<213> Mouse 
<400> 4 

atgtcccctg agtgtgcaca gacgacgggc 
aatcgcaccc acttcccttt cttctcggat 
gtcgtggaga ccaccgttct ggggctcatc 
gctctagtgc tggtggcgcg ccgtcggcgc 
ctcttctgcg cggatttgct cttcaccagc 
actgaggcct ggctgttggg gcccgtcgtc 
agcggcagcg tcacgatcct cacactggcc 
gtgcgcctcc ggcgcggctt gagcggcccg 
ttcatatggg gttactcggc gctcgccgcg 
ccgcagcgcc ttcccggcgg ggaccaggaa 
cgcataggag aaatctcatg ggatgtgttt 
ctggtcattg tgatcagtta ctccaaaatt 
cttacgctga gcttggcata ctctgagagc 
cgactct.tcc gcacgctctt cctgctcatg 
atcatcacca tcctcctcat cttgatccaa 
tcccttttct tctgggtggt ggccttcacg 
tacaacatgt cgctgttcag gaacgaatgg 
gagaagggag ccatttttac agacacgtct 
age 

<210> 5 
<211> 20 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 5 

gctgtggcat gcttttaaac 
<210> 6 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 
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cctggcccct cgcacaccct ggaccaagtc 60 
gtcaagggcg accaccggtt ggtgttgagc 120 
tttgtcgtct cactgctggg caacgtgtgt 180 
cgtggggcga cagccagcct ggtgctcaac 240 
gccatccctc tagtgctcgt cgtgcgctgg 300 
tgccacctgc tettctaegt gatgacaatg 360 
gcggtcagcc tggagegcat ggtgtgcatc 420 
gggcggcgga ctcaggcggc actgetgget 480 
ctgcccctct gcatcttgtt ccgcgtggtc 540 
attccgattt gcacattgga ttggcccaac 600 
tttgtgactt tgaacttcct ggtgccggga 660 
ttacagatca cgaaagcatc geggaagagg 720 
caccagatcc gagtgtccca acaagactac 780 
gtttccttct tcatcatgtg gagtcccatc 840 
aacttccggc aggacctggt catctggcca 900 
tttgecaact ctgccctaaa ccccatactg 960 
aggaagattt tttgetgett cttttttcca 1020 
gtcaggcgaa atgacttgtc tgttatttcc 1080 

1083 



20 
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<400> 6 

cgctgtggat gtctatttgc 20 
<210> 7 
<211> 30 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 7 

agttcattt ccagtaccctc catcagtggc 30 

<210> 8 

<211> 361 

<212> PRT 

<213> Rat 

<400> 8 

Met Ser Pro Glu Cys Ala Gin Thr Thr Gly Pro Gly Pro Ser Arg Thr 

5 10 15 

Pro Asp Gin Val Asn Arg Thr His Phe Pro Phe Phe Ser Asp Val Lys 

20 25 30 

Gly Asp His Arg Leu Val Leu Ser Val Leu Glu Thr Thr Val Leu Gly 

35 40 45 

Leu He Phe Val Val Ser Leu Leu Gly Asn Val Cys Ala Leu Val Leu 

50 55 60 

Val Val Arg Arg Arg Arg Arg Gly Ala Thr Val Ser Leu Val Leu Asn 
65 70 75 80 

Leu Phe Cys Ala Asp Leu Leu Phe Thr Ser Ala He Pro Leu Val Leu 

85 90 95 

Val Val Arg Trp Thr Glu Ala Trp Leu Leu Gly Pro Val Val Cys His 

100 105 110 

Leu Leu Phe Tyr Val Met Thr Met Ser Gly Ser Val Thr He Leu Thr 

115 120 125 

Leu Ala Ala Val Ser Leu Glu Arg Met Val Cys He Val Arg Leu Arg 

130 135 140 

Arg Gly Leu Ser Gly Pro Gly Arg Arg Thr Gin Ala Ala Leu Leu Ala 
145 150 155 160 
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Phe He Trp Gly Tyr Ser Ala Leu Ala Ala Leu Pro Leu Cys He Leu 

165 170 175 

Phe Arg Val Val Pro Gin Arg Leu Pro Gly Gly Asp Gin Glu He Pro 

180 185 190 

He Cys Thr Leu Asp Trp Pro Asn Arg He Gly Glu He Ser Trp Asp 

195 200 205 

Val Phe Phe Val Thr Leu Asn Phe Leu Val Pro Gly Leu Val He Val 

210 215 220 

He Ser Tyr Ser Lys He Leu Gin He Thr Lys Ala Ser Arg Lys Arg 
225 230 235 240 

Leu Thr Leu Ser Leu Ala Tyr Ser Glu Ser His Gin He Arg Val Ser 

245 250 255 

Gin Gin Asp Tyr Arg Leu Phe Arg Thr Leu Phe Leu Leu Met Val Ser 

260 265 270 

Phe Phe He Met Trp Ser Pro He He He Thr He Leu Leu He Leu 

275 280 285 

He Gin Asn Phe Arg Gin Asp Leu Val He Trp Pro Ser Leu Phe Phe 

290 295 300 

Trp Val Val Ala Phe Thr Phe Ala Asn Ser Ala Leu Asn Pro He Leu 
305 310 315 320 

Tyr Asn Met Ser Leu Phe Arg Ser Glu Trp Arg Lys He Phe Cys Cys 

325 330 335 

Phe Phe Phe Pro Glu Lys Gly Ala He Phe Thr Glu Thr Ser He Arg 

340 345 350 

Arg Asn Asp Leu Ser Val He Ser Thr 
355 360 

<210> 9 
<211> 1083 
<212> DNA 
<213> Rat 
<400> 9 

atgtcccctg agtgtgcgea gacgacgggc cctggcccct cgcgcacccc ggaccaagtc 60 
aatcgcaccc acttcccttt cttctcggat gtcaagggcg accaccggct ggtgctgagc 120 
gtcctggaga ccaccgttct gggactcatc tttgtggtct cactgctggg caacgtgtgt 180 
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gccctggtgc tggtggtgcg ccgtcggcgc cgtggggcga cagtcagctt ggtgctcaac 240 
ctcttctgcg cggatttgct cttcaccagc gccatccctc tagtgctcgt ggtgcgctgg 300 
actgaagcct ggctgctggg gcccgtcgtc tgccacctgc tcttctacgt gatgaccatg 360 
agcggcagcg tcacgatcct cacgctggcc gcggtcagcc tggagcgcat ggtgtgcatc 420 
gtgcgcctgc ggcgcggctt gagcggcccg gggcggcgga cgcaggcggc gctgctggct 480 
ttcatatggg gttactcggc gctcgccgcg ctgcccctct gcatcttgtt ccgcgtggtc 540 
ccgcagcgcc ttcccggcgg ggaccaggaa attccgattt gcacattgga ttggcccaac 600 
cgcataggag aaatctcatg ggatgtgttt tttgtgactt tgaacttcct ggtaccagga 660 
ctggtcattg tgatcagcta ctccaagatt ttacagatca cgaaagcctc gcggaagagg 720 
cttacgctga gcttggcata ctccgagagc caccagatcc gagtgtccca gcaggactac 780 
cggctcttcc gaacgctctt cctgctcatg gtttccttct tcatcatgtg gagtcccatc 840 
atcatcacca tcctcctcat cttgatccag aacttccggc aggacctggt tatctggccg 900 
tcccttttct tctgggtggt ggccttcacg tttgccaact ccgccctaaa ccccattctg 960 
tacaacatgt cgctgttcag gagcgagtgg aggaagattt tttgctgctt ctttttccca 1020 
gagaagggag ccatttttac agaaacgtct atcaggcgaa atgacttgtc tgttatttcc 1080 
acc 1083 
<210> 10 
<211> 19 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 10 

gtggtggcct tcacgtttg 19 
<210> 11 
<211> 19 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 11 

cgctcctgaa cagcgacat 19 
<210> 12 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
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<220> 
<400> 12 

caactccgcc ctaaacccca ttctgt 26 
<210> 13 
<211> 33 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 13 

gtcgacatgt cccctgagtg tgcgcagacg acg 33 
<210> 14 
<211> 33 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 14 

gctagcttag gtggaaataa cagacaagtc att 33 
<210> 15 
<211> 23 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 15. 

tccgagtgtc ccaacaagac tac 23 
<210> 16 
<211> 24 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 16 

gactccacat gatgaagaag gaaa 24 
<210> 17 
<211> 22 
<212> DNA 
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<213> Artificial Sequence 

<220> 

<400> 17 

ccgcacgctc ttcctgctca tg 22 
<210> 18 
<211> 19 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 18 

gtggtggcct tcacgtttg 19 
<210> 19 
<211> 19 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 19 

cgctcctgaa cagcgacat 19 
<210> 20 
<211> 26 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 20 

caactccgcc ctaaacccca ttctgt 26 
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